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RAN -ifiio-ii-: 

A b < t r j c \ 

Sulphon.irr.uie> of formu'z !. :n y.hich the symbols R--R\ \. 
Y and n have the significa:.cc given in the description and uhici 
are in pan r.o.el compounds, and salts thereof can be used a> 
active ingredients for the manufacture of medicaments for : ri- 
al trearment of circulatory disorders, especially hypertension, 
ischemia, vasospasms and angina pectoris. 
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The present inven::o 
abides as medicament* a: 
particular, the in\en;ior t »> 
of :he formula 



r. is conccmeJ *ith the use of sulphon- 
■«J -Aith no\cl su!phonam;de>. In 
concerned uith :he use of compounds 




X.CH- .>K ; 



R : 
R : 



Herein 

R ' >igni;ic> hvdroger.. low er *:ilk> !. lou er-aiko\> . lower- 

alk> lihio. halogen o; :n fluoromeih\ 1: 
signify rndroge::. halogen. 'ower-aikovv. hyJrow- 
iouer-alkow c: : r : ! I u . Cometh;. I: jnj 
Mgmf;e> hydroger.. h>oro\\. halogen. a!k\lthio. 
cycloa!k> ! h> Jro\\ - !ouer-alk> I. h\ dro\ \ - low er - 
aikoxy. h\c:ovir:;-.r.o-iowtr-c!kyl. lou - r-a!ken\ I. oxo- 
lowcr all:> I. tr;:":uc rometh\ I. irifluorrr.ethox > . !ouer- 
alkovy. low er- a!ko\> - low er-atkov y or a;\ I -lower - 
alko-.s; or 
R- and R-* together n » ^ - : r I'utadienvi ; 

R- signifies hydrogen, lower -alky!. ar\l or he:eroar\i: 

R* signifies h\droger.. low er-alkanoyl, h-nzo\'. 

leteroc\cl> I - carbon \ I or reirahydi\ ?v ran-2-vl; 
R* signifies a residue of the formula 



K 



Grn/IO.3.92 



- « *rz " 
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R~ "• signifies hvdrogen. louer -a!kw\\ or r.\':o; and 

R N ■ signifies hxdrogcn. halogen, !owera!kyl. lou er-alkoxy. 

lower-alkyl'So. nitro. hydrovx. ammo or 

trifluorometn * 1: or 
5 R~ and R^ together signify butadiene:; 

R° signifies h\drogen. halogen. louer-alk\i. low er _:iko\\ . 

lower-alkx Ithio or tri fluorometh\ 1: 
R-* n signifies h>drogen. halogen, lower-alky!, lower-aikoxy 

or lower-alkylthio; 
v. 1 X and Y each independent!) signify O. S or NH: and 
n signifies 2. 3 or 4; 

and sails thereof as aeti\e ingredients for the manufacture of 
medicaments for the treaiment of c;rculator\ disorders, 
especially h\ pertension. ischemia, \asospasms and angina 
.5 pectoris. 

The term lower" used here denotes groups wiih l-~ C 
atoms, preferably 1 -4 C atoms. Alk>l. alkoxy. alkylthio and 
alkenyl groups as well as alk\I groups as components of 
alkanoyl groups can be straight-chain or branched. Meihyl. 
ethyl. prop> I. isopropyl. butyl, sec. and ten. butyl are examples 
of such alkxl groups. Vinyl and all>l are examples of aiken\l 
groups. Ar\ l-lower-alko.xy is. for example, benzylo.xy. Haiogen 
denotes fluorine, chlorine, bromine and iodine, with chlorine 

15 being preferred. Examples of ar\l residues are phenyl and 
substituted phen>t residues, with halogen, alkyl and alkoxx 
especially coming into consideration as substituents. Examples 
of hcteroarxl residues are especially monocyclic 5- and 6- 
membered heteroaromatic residues having nitrogen or sulphur 

.V as the he'ero atom, such as pyrimidinyl. pyridyl. pyrazin>l. 
pyrida7inyl and ihienyl. Heterocych !-carbon\ I residues are. 
e.g.. 2-. 3- or -i-pyridylcarbonyl; 5-methylisoxazol-5-yl- 
cr.rbonyl; 2- or 3-furoyl: and 2- or 5-thenoyl. 

Sulphonamides which fall under formula I given above 
are known from Patent Publication DE 1 545 944. These known 
sulphonamides have blood pressure lowering activity. It has • 



.now surprisingly been found that th; compounds of formula P 
given ibo\c are inhibitors of endcthciin receptors. The 
compounds- of formula I can '.herefcre be used for the treat- 
ment of illnesses which are associated *ith endotheiin 
activities, especially circulatory disorders su.h as hvper- 
:ens:on. ischemia, vasospasms and ancma pectoris. 

A preferred croup of compounds with:?, formula I ...h 

arc- r.zvu-. ::r^:-:s ;:rrr:5o zr.zs- :cr. :-V 

r-:-p r-:-i:o:' t .: -. rcc : :; t.-.e tcrru*. a 



and Ri". signifies halogen. ic*> cr-tiikcxy. low - r ..ilkyi:h:o or 
tr:nuoromc;h>;: and R^ signifies h>drogen or lowcr-aikoxy and 
R -R\ X. V and n ha%e the significance given above. 



A further pre: erred group of compounds within fo 



rmuia 



.-.-.jr. .iro r.rvr-1 e;r:;-.:5 je-cr:^-: 

: " rorvc^nt^ rcs:i„e e: ::-.o rerrul: 



anJ R '"' si ? n,: " i - s h >^^ !o«er-alkux> or r.-.tro: and R : - sicmnes 
nydrogen. halogen, lewer-aikyi. lowcr-aikev. . i ow er .jik% hhso or 
nitre: or R « and Rl- together signify hutadienvj; 2nc j R!.r.\ X . V 
and n have the significance gnen uro\e. 



The compounds of formula ! ;an re manufactured ru 
reacting a compound of :he formula 
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therein R-. R*. R- and R^ha\c the Mgnificar.ee e^cr, 
above and Hal is halogen, 
with a compounj of the formula 

MXiCM; Tl YR^ i I I 

wherein X. Y. n and R^ ha\e :he significance given above and 

M is an alkali metal, 
and. if desired. modifying suhstituents present in the rouinn:: 
compound or" formula 1 and;or converting the compound o: 
formula I obtained into a salt. 

In a preferred embodiment of the process a compound of 
formula II m which R^ represent a revidue ic> or 1J1 defined 
above is used a> the starting material. 

The reac;;on of a compound of formula II with j compound 
of formula III is convenient!) carried out using the glv co! from 
which the compound HI is derived, e.g. ethvlene glycol when n = 
2. The ilkali metal M is prcferabl) solium. The reaction is con- 
venient!* earned out while healing, e.g. to ~0-120°C. In a 
preferred embodiment, the monosodium salt ethylene gUcol. 
prop\lene gl>Cv? : or but\lcne gKcol i> used the compound of 
formula III. 

Substiiuenu present in the thus-obtained compound of 
formula i can be modified. For example, a h>dro\y group R^ can 
be estcrified or etherified. A nitro group can be reduced to the 
amino group. A lower-alkenyl group R ; can be oxidized to the 
carbonyl croup or to an alkanone croup, e.g. using OsC>4 or NalOu: 
the thus -for- *e.i carbonyl group can be reduced to ;he hydro* > 
croup, e.g. ng sodium borohydride. or can be convened into a 
corresponding tertiary alcohol with an alkyl-Grignard compound 
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•i: jai. Ne ,vr.\cn?d ip.:o :he oxime **ith h\ Jrovv.'amine. The^r 
»\-n\ crMon^ ;jn be .'imrJ oui in a manner kno**n pvr <e. 
Ahereb> j h>o:o\\ £r.i-jp R* i> f;r>ti\ t ran > formed :r.u. an e*ner 
:ro*jp. e :etrah\drop\ rain I e:her. or an c^icr -jroup. r i j the 

acetate I: Jr^reJ. the^e groups dr. aia:~ be ;lavcJ oil in - 
.T.anr.fr kni v *n per se. alternative!) .1 transformation of a n\orov\ 
iroup R* b) estenficazion or ethcri fu* a: u>n ,"ir. also be ;:mcJ 
•Aiihoui vjr^cq-jcni transformation of other reacts e croups -r. :r.e 
Tioicj'jlc. Th* jompour.cs ol formula I jan be converted mt^ 
vai:>. e a!kah valts s-j;h as Na ar.J K va!;<. ;n a manner In.ur: 
per <e 

The compounds of formulae !i an,: Hi uhu-h arc u<>ed a* 
< tar tine materials, .n^ofar as :hey are not known or their 
pre pa* anon is not described hereinafter, can be prepared :n 
analog) to u^un nie:hod< or to methods described hereinafter 

The vorr.rvundv o: formula II .an be prepared in accordance 
■Aiih the toiloumc Reac:ion Scheme 



0 
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Cor.Jcn>j!ion oi compound IV with formamidine acetate or a 
homologous compound such as acetamidine acetate or acetamidine 
hydrochloride >ields the pyrimidinedione V. With phosphorus 
ox* chloride there is obtained therefrom the 'dichloro compound VI 
which sieids compound il upon reaction with compound VII All 
of these reactions are >:andard operations and can be earned ou: 
under conditions which are usual for such reactions and which are 
ramihar to a per>on skilled in the an. Compounds IV in which R* 
repre>ent> a res. due tat can be obtained from corresponding 
r hen>;acetic acid esters of the formula R*CH;COOEi by reaction 
uiih diethv! carbonate in the presence of sodium cth\late. 
Compound* IV in which R 6 repre>ents a residue (b» can be 
prepared bv knoevcnagel condensation of dieth>l malonate wtih a 
corresponding aldchxde R^CMO and subsequent h> drogenation of 
:he condensation product. 

• The :nhibitor> actiwty of the compounds of formula I on 
endothehn receptors can "be demonstrated using the tot 
procedures described hereinafter: 

I Inhibition of cndothelin binding to human p lacenta 
membranes isce Lite Sci ^A^l^ *I«S^i 

Human placenta is homogenized in 5 mM Tn> buffer. pH 
which contains 1 mM MgCI: and 250 m.M sucrose. The 
homocen- ;;ate is centr:fuged at -i l> C for 15 minutes at . ; iXK» g. 
the supernatant containing the plasma membrane fractions is 
cer.tnfuged for 30 minutes at 7 2000 g and the precipitate 
obtained from in each case 10 g of original u^ue is *uspmdcd in 
1 ml of 75 mM Tns buffer. pH 7 4. containing 25 mM MgCI; and 
250 m.M sucrose and freest-dried at -20^C :r. I ml aliquot*. 

For the binding issa>. the freeze-dricd membrane 
preparations are thawed and. after centrifugaiion at 20°C for 
10 minutes at 25000 g. re-suspended in assay buffer t 50 m.M 
Tns buffer. pH 7.4. containing 25 m.M MnCI;. 1 m.M EDTA and 
0.5<* bovine scrum albumin i. 100 ul ol ;his membrane 
<uspen>ton. containing "0 ug of proitin, are incubated with 50 u 1 
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ol'-'--M-cnJothciin ..specify -acn\ u\ 12W Ci/mMoh in assa\ buffer 
i 25000 :pm. final concentration 20 pM i and lOOul of axav 
butler which contains varying concentrations of the test 
compound The incubation is earned out at 20-C for 2 hours or at 
-i°C for 24 hour%. The Neparatton of free and membrane -bound 
radioligand^ carried out by filtration o\er a class fibre filter 

The inhibitor) uctiwt) of compounds of formula I 
determined in this test procedure is given in Table 1 as the ICV,. 
i.e. as the concentration ju.Mj which is required to inhibit the 
specific binding of ! - M -endothelin b) 50*7. 



Table i 



Compound of Example 


1 -ICV, !uM| 




1 












o 3 


1 6 




o 4 






o b 


0.5 




S / 


0.7 




S 4 


1 





1 1 Inhibitio n .»f endothelin -induced contractions in isolated 
aorta nn»; < of the rat 

Rings w.th a thickness of 5 mm were dissected from '.he 
thorax aorta of adult Wistar- Kyoto rats. The endothelium was 
removed by rubbing the internal surface slightly. Each ring was 
immersed m an isolated bath at 37^C in 10 ml of Krebs- Hcnseieit 
solution while passing with 95<r O: and 5<r CO;. The isometnc 
tension of the rings was measured. The rings were stretched to an 
initial tension of 5 g. After incubation with the test compound or 
vehicle for 10 minutes cumulative doses of cndoihelin - 1 were 
added. The activuv of the test compound was determined by 
calculating the dosage ratio, i e. the correcting shift (shift to higher 
values) of the EC50 of endothelin induced by 100 nm of test 
compound, whereby EC50 denotes the endothelin concentration 
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required for a 1. if- maximum contraction. The greater this dosage 
ratio is. then the more potent i> the inhibition ol the test 
compound el :he biological activity of endothelial. The EC<r, of 
endothclin m the absence of test compounds is 0.5 nM. 

The values for the correcting shift of the EC50 of endothclin 
thus-obtained with compounds of 1 are given in Table 2. 

T^tc 2 



Compound of Example 


Dosage ratio 
(correctine shift* 


1 


30 


5 4 


21 


0 3 




64 




66 


Q6 


S 3 


S6 


S 4 


1 06 



III. The inhibitor) activity of the compounds of formula I on 
vasoconstriction can be observed in vivo in the rat in the lest 
procedure described hereinafter: 

Rats were anaesthetised with Na thiobutabarbital 
iKXimg'Vg i.p.i. A 'aiheter was placed through the femoral 
arter\ in order to n easure the systemic arterial blood pressuie 
and a catheter was placed in the inferior vena cava via the 
femoral vein for the injection of the test compounds, A Coppler 
protv* was placed around the left renal artery and attached 10 a 
Doppler measuring device. A renal ischemia was produced by 
pinching off the left renal artery at its point of emergence for 
45 minutes. The test compounds were administered 10 minutes 
prior to the onset of ihe ischemia iniraarterially (i.a.) in doses of 
5 mg/kg or intraveneously ii.v» in doses of 10 mg/ke. In control 
experiments the renal blood flow was reduced by 43±4 f r in 
comparison to the preischeinic value. 
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1 0 

The. result obtained uith two compounds of formula I are 
civ en m Table 5. 



Compound of Example 


^ Decrease in the renal of 
Hood flow 


1 t a. 
S3 


2 9 



Having regard to their capability cf inhibiting endo:he!in 
binding, the compounds of formula I can be used as agents for the 
treatment of illnesses which are associated with processes \*hich 
increase vas..vor.>tnc:ton. Examples of such illnesses arc high 
Mood pressure, coronary diseases, cardiac insufficiency, renal and 
myocardial ischemic, renal insufficiency, dialysis, cerebral 
i>che:::;a, cardiac infarct, migraine, subarachnoid haemorrhage, 
Raynaud syndrome and pu.monary high pressure. They can also 
be used in atherosclerosis, the prevention of restenosis after 
balloon-induced vessel dilation, inflamnv.iiotis. gastric and 
duodenal i-'ccrs. ulcus cruris, gram-negative sepsis, shock, 
glomerulonephritis, renal cholic. glaucoma. asihma. in the 
thcraphy and prophylaxis of diabetic complications and com- 
plications with the administration of cyclosporin as well as other 
ilinesses which are associated with endothelin activities. 

The compounds of formula I can be administered orally. 
rectalK. parenteraliy. e.g. intravenously, intramuscularly, 
subcutaneously. intrathecals or transdermal!)-; or sublingual!) or 
as ophrhalmological preparations, or as aerosols. Capsules, tablets, 
suspensions or solutions fo' oral administration, suppositories, 
injection solutions, eye drops, salves or spray solutions are 
examples of administration forms. 

Intravenous, intramuscular or oral administration is j 
preferred form of use. The dosage in which the compounds of 
foimula I are administered in effective amounts depends on the 
nature of the specific active ingredient, the age and the require- 



I 
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menis ot" the pane:: 1 and the. mode of administration. In general, 
doses of about U. ! - U»0 mg. kg bod> weight per day come into 
consideration The preparations containing the compounds of 
formula I can contain men as *ac1! as pharmacodv namicalK active 
5 adJi:i\e>. . Tablets or granulates e.g. :an contain a series of 

binders, fiker>. carriers or diluents. Liquid preparations can be 
pre sen:. :or example, in :he rorni of a *tcnie a ater miscible 
solutions. Capsules can contain a fiiicr *..r thickener in addition to 
the active ingredient. Furthermore, flavour improving addunes 
as *Ae!i as substances usual!) used as preserxing. stabilizing, 
moisture -retaining and emulsifying agents as **e!l as sails for 
varying the osmotic pressure, buffers and other additives can be 
present. 

• The previously :nen::oned earners and diluents can 

comprise organic or inorganic substances, e.g. water, gelatine, 
lactose, starch, magnesium stearate. talc, gum arabic. poK alk\ ienv 
glwoU and ;he like, h is a prerequisite that all aduvants used in 
the manufacture of the preparations are nontoxic. 

:•.> 

Sample ! 

A No!u:ion of l'(>-^ c of Na :n 1 5 ml ot abs. eth\lene gl>coi 
uax treated *A:th i>2!c*g of N-j6-chluro-5 p -c hloropHcny I i--S- 

Z5 p\ :\ midi n\ I -e: .i: .u -trit"iuoro-p-iol'jene>u!phonamiuc unh the 

exclusion of moisture and healed a: UH'^C for 3 hours, thereafter 
cooled to room temperature and treated uith 2.5 ml of i N rlCl. 
The mixture was taken up ;n eth\l acetate, the organic extracts 
uere washed uith water, dried and evaporated under reduced 

v» pressure. The precipitate remaining behind -a as recr\ siaili /ed 
from CH^CI;. isoprop\i ether and n-hcxane and >ielded N--5-ip- 
c h I o r o p h c n \ I j - t> - . 2 h \ d r o x \ e ; h o \ y • - - - p \ n m i d i n \ i ; • a .a .a - 
trMluoro-p-teluenesulphonamide. meiting point io0-lb2~C 

35 The starting material -a as prepared as follows: 

A solution of 1.052 g of c.u.c: ■ iri f luorobe n /enesu ; phon - 
amide potassium and 0.520 g of ~.6-dichloro-5 -t p-chloro- 
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phenyl jpyrimidir.e (Chem. Absrr. fVL lS07S-HOi» in 6 ml of abs. 
DMF "was- heated -it 100°C for - hours, thereafter cooled to room 
temperature and treated with" 5 ml of IN HCI. The mixture was 
taken up in eth>l acetate, the organic extracts were washed with 
water, dried 2nd evaporated jnder reduced pressure There was 
obtained N - [o-chloro-5 -1 p-chlorophenyl w4-pyrimidmyl] - ct.a.a - 
uifluoro-p-toluenesuiphonamide as a white substance of melting 
point 275°C < from aeetonitrile i. 

Example 2 

In analog) in Example 1. from N-|6-chloroO-(p-chloro- 
phenyD-4.pvrimidin> I ! -p-l trif luoromethoxy )benzenesu I phon - 
amide and eth\iene glycol Na there was obtained N-[5-<p- 
chlorophcn\ 1 -6-i J -hs droxyethoxy )-4-pyrimidinyl I -p-< trlfluoio- 
methoxvjbcnzer.esulphonamide. melting point 152°C (. om iso- 
prop\l ether t. 

The Martins material was obtained from 4,6-dichioro-5 -( p- 
v h!orophen>l >p> nmidine and p-< tr. /luoromethoxy Jbenzene- 
Mjlphunatnidc pota^Mum. melting point 240-242°C 

Example 3 

In analog to Example I. from p-chloro-N-|6-chloro-5-t m- 
L*hlorophen> 1 ~- p> rimidinyl Jbenzenesulphonamide and ethylene 
gUcol Na there * as obtained p-chloro-N-|5-t m-chlorophenv 1 >-6- 
1 2 • hydro \ \ el ho v> .-4-p\ rirni Jinyl ]oenzencsulphonamide melting 
point 17S-1^0 : C -from acetone -isopropyl ether). 

The starling material was prepared as follows: 

at 5.97 g of rorrnamidinc acetate were added to a solution of 
3.96 g of Na and i 00 ml of abs. methanol. After cooling the 
solution to t'f^C 15.51 g of diethvl (m-chlorophenyl )maionate 
were added in portions. After 2.5 hours the solvent was 
evaporated under reduced pressure, the residue was dissolved L 
water and :he solution was adjusted to pH 5.0 with glacial acetic 
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tcid. The resulting precipitate was filtered off under suction, 
w^sned with water, ethanol and ether and dried at 70°C under 
reduced pressure. There was obtained 5-(m-ch!orophenyl)- 
4,6(lH.5H)-pyrimidinedione which was used directly in the next 
5 step. 

b) A mixture of 10.6 g .of 5-(m-chlorophenyl)-4,6(l H,5H)- 
pyrimidinedione. 36 mi of POCl 3 and 5-8 r".l of N.N-dimcihyl- 
aniline was boiled at reflux for 3 hours. After evaporation of the 

10 solvent under reduced pressure the residue was treated with ice 
and the mixture was extracted with ether. The organic solvent 
was dried and evaporated under reduced pressure The oily 
residue was taken up in n-hexane, whereby 4,6-dichIoro-5-(m- 
chlorophenyn-pyrimidine crystallized out. Melting point 93-94°C. 

15 

c) From 4.6-dichloro-5-(m-chlorophenyl)-pynmidine and p- 
chlorobenzenesulphonamide K there was obtained p-chloro-N-[6- 
chloro-5-(m-chiorophenyl)-4-pyrimidinyllbenzenesulphonamide. 

;r.?Uing point 226-22S°C (from CH3CN). 

:o 

Example 4 

In analogy to Example 1, from p-chloro-N-[6-chloroo-(p- 
fluorophenyl)-4 pyrimidinyI]benzenesulphonamiae there was 
25 obtained p-chloro-N-[5-(p-nuoror.acnylV6-(2-hydroxyethoxyV4- 
pyrimidinyllbenzenesijlphonamide, melting point 20S-212 C C 
(from CH3CN).' 

The starting material was prepared as follows: 

30 

a) In analogy to Example 3. paiagraph a), from diethyl (p- 
fluorophenyDmalonate and formamidine acetate there was 
obtained 5-ip-fIuorophenyn-4.6(lH.5H)-pyrimidinedione as a 
solid which was used directly in the next step. 

35 

b) In \nalogy to Example 3. paragraph b) from 5-(p- 
nuo»ophenyl)-4,6(lH.5H)-pyrimidinedione and POCI3 there was 
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obtained 4,6-dichloro-5-(p-fluorophenyi; P yrimidine. melting 
point 98-99°C (from n hexane). 

c) In analosv to Example 3. paragraph c). from 4.6-dichloro-5- 
(p-fluorophenvl)pynmidine and p-chlorophenylsulphonam.de K 
there was obtained p -chloro-N-l6-chloro-5-(p-nuoro P henyn-4- 
pyrimidinyl]benzenesulphonamide. melting po.nt 251-2540C 
(from methylene chloride-isopropyl ether). 

Fx.imnle 5 



In analoav to Example 1. from N-(6-c. oro-5-(p-chloro- 
phenyl)-4-pvrimidinyl|-p-i!uorobenzenesulpr. nam.de and 
ethylene «.«ol Na there was obtained N-[f p-ch.orophenvn-6- 
l ^hvdrox"vcihoxy)-4.pyrimidinyl]-p-fluorobenzenesulphonam.de. 

melting point 1S1-1S3°C (from methylene chloride-.sopropyl- 

ether). 

The starting material was prepared from 4,6-dichloro-5-(p- 
chlorophenvDpvrimidine and p-fluorophenvlsulphonamide. Meltmg 
point 244-246'C (from methylene chloride-isopropyl ether). 

Fxnmple 6 

in ana.ocv to Example 1. from o-chloro-N-[6-chloro-5-(p- 
chlorophenvn-^pyrimidinyllbenzenesulphonamide and «h>-lene 
glycol Na 'there was obtained o-chloro-NM5-(p-chlorophenyl>-6- 
(2hydroxvethoxy ) ..«- P yrimidinyl)benzenesulphonamide. melung 
point 183-1 SVC (from acetone and isopropyl ether). 

The startin* material was obtained from 4.6-dichloro-5-f r - 
chlorophenvnpynmidine and o-chlorbphcnylsulphonam. V. 
Melting point 230-234=C (from CH;,CN). 
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Example 7 

In analogy to Example 1, from N T -[6-chloro-5-(p-ethyi- 
phenyl)-4-p>rimidinyI]-p-cyclopentylbenzenesulphonamide and 
5 ethylene glycol N T a there was obtained p-cyclopentyl-N-(6-(2- 
hydroxyethoxy)-5-(p-ethyiphenyI)-4- 

pyrimidinyljbenzenes-jlphon- amide, melting point 145-146°C 
(from acetone and isopropyl ether). 

10 The starting material was prepared from 4,6-dichIoro-5-(p- 

ethylphenyl)pyrimidine and p-cyclopentyibenzenesulphon- 
amide, melting point 17S-IS0°C (from aceronitri!e and isopropyl 
ether). 

15 Example 8 

In analogy to Example 1, from p-chloro-N-[6-chloro-5-(3,4- 
dimethoxyphenyI)-4-pyrimidinyI]benzenesulphonamide and 
ethylene glycol Na there was obtained p-chloro-N-[5- '3,4- 
:o dimethoxyphenyi)-6-(2-hydroxyethoxy)-4-pyrimidiny!l benzene - 
sulphonamide, melting point 232-234°C (from CH3CN). 

The starting material was prepared as follows: 

25 In analogy to Example 3, paragraph b). from 5-(3.4- 

dimethoxyphenyl)-4.6(lH.5H)-pyrimidinedicne and POCI3 there 
was prepared i l,6-dichloro-5-(3 1 4-dimethoxyphenyl)pyrimidine, 
melting point !51-152^C (from cyclohexane-ether) .from which 
with p-chlorophenylsulphonamide there was obtained p-chloro-N- 

30 I6-chIoro-5-(3.4-dimcihoxyphenyl)-4-pyrirnidinyI]benzene- 
sulphonamid:, melting point 201-203°C (from CFhCN). 

Example 9 



35 



In analogy to Example 1, from 3,4 dich;oro-N-[6-ch!oroo- 
(p-chlorophenyl)pyrimidinyllbenzenesulp::onamide and ethylene 
glycol Na there is obtained 3.4-dichlr.ro-N-(5-(p-chlorophenyl)-6- 
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(2-hydroxyethoxy)-4-pyrimidinyljbenzenesu!phor.amide t melting 
point 18) °C (from CH 3 CN and isopropyl ether). 

Example 10 

In analogy to Example 1, from N-[6-ch!oro-5 (p-chloro- 
phenyO^-pyrimidinNlj-a.a.a^a'^a'^'-hexafluoromethyl- 
xylenesulphonamide there was obtained N r -5-(p-chlorophenvi)-6- 
(2-hydroxycthoxy)-4 pyrimidinyn-a^^.a'.a'.a'-hexafluoro-'s.S- 
xylenesulphonamide. melting point I56-153°C (from methylene 
chloride/n-hexane). 

The starting material .vas prepared from 4.6-dichIoroo-(p- 
chiorophenyl^yrimidine and 2,4-bis-trifluoromethyl-phen% 1- 
sulphonamide. Melting point 132-135'C (from isopropyl ether)- 
purity 92% (HPLC analysis.V 

Exampie 1 : 

In analogy io E/.ampK- 1. from 3-ch:oro-N-f6-chloro-5-(p- 
chlorophenyl)-4-pyrimidinyl]-4.fluorobenzenesulphonamide and 
an excess of ethylene glycol Na there was obtained 3-chIoro-N-[5- 
(p-chIorophenyI)-6*(2-hydroxyethoxy)-4-pyrimidinyll-4-(2- 
hydroxyethoxy^nzenesulphor.amide, melting point I38-U0 5 C 
15 (from acetone-isopropyi ether). 

The starting material was prepared from 4,6-dichloroo-(p- 
chlorophenyOpyrimidine and 3-chioro-4-fIuorophenyl- 
sulphonamide. Melting poiu 239°C (from methylene chloride- 
30 acetonitrile). 

Example 12 
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In analogy to Example 1, from p-chloro-N-(6-chloro-5-vp- 
niirophenyl)-4-pyrimidinyl]benzenesuiphonamide and ethy!e:.c 
glycol Na there was obtained p-chloro-N- v 6-(2-hydroxyethoxy)o- 
(p-nitrophenyI)-4-pyrimidinyl]benzenesulphonamide, melting 
point 223-225°C (from methylene chloride-Uopropyi ether). ~ 
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The starting material was prepared from 4-chluro-5-fp- 
niiropheny])pyrimidine a:ic p^hlorop^nyUulphonamide: melting 
point 2S2-2S5 C C (from CH<CN). 

5 

F.xample 13 

In analogy to Example I. from p-buioxy-N-[6-chIoro-5-(p- 
chIorophenyI)-4-pyrimidinyI]henzer t esu:phonamide and ethylene 
10 glycol Na there was obtained p-butoxy-N-[5-(p-chlorophenyl)-6- 
(2-hydroxyethoxy)-4-pyrimidinyl]benzenesulphonamide, melting 
point >300°C (from isopropyl e'her), purity 91.1% by HPLC 
analysis. 



The starting .material was prepared from 4,6-dichloro-5~(p- 
chlorophenyl)pyrimidine and 4-n-bj;oxyphenyIsulphonamide. 
Melting point 234 C C (from CH3CN). 



20 
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Examp le I_4 

In analogy to Example 1, from N-6-chIoro-[5-(p-chloro- 
phenyl)-4-pyrimidinyl]-3,4-dimethoxybenzenesuIphonamide and 
ethylene glycol Na there v/as obtained N-r5-(p-ch!orophcnyl)-6- 
(2-hydroxyethoxy)-4-pyrimidinyI]-3,4-dimethoxybenzene- 
sulphonarnide, melting point 130-132°C (from isopropyl ether). 

The starting material was prepared from 4,6-dichloro-5-(p- 
chlorophenyDpyrimidine and 3.4-dimethoxyphenyisuIphon- 
amide. Melting point 226°C (from CH3CN). 

Example 1ft 



In analogy to Example 1, from o-ch!oro-N-[6-chIoro-5-(p- 
chIorophenyl)-4-pyrimidinyl]. a .a.a-trifluoro-p-toiuene- 
35 sulphonamide and ethylene glycol Na there was obtained 2- 

chloro-N-[5-(p-ch!orophenyl)-6-(2-hydroxyethoxv)-4- P yrimi- 
dinyll-a^a.a-trinuoro-p-ioluenesulphonamide. melting poini 131 a C 
(from isopropyl ?ther). 
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The' starting material was prepared from 4,6-dichlorc 5-(p- 
chlorophenynpyrimidine and 2-chloro-a.a.ct-trifluoro-p- 
tohienesulphonimide: melting point 234 C C (from methylene 
ch iorid. j - ace ton it rile). 

Example 16 

In analogy to Example 1, from 6-chIoro-N-(6-chloro-5-(p- 
chlorophenyi)-4-pyrimidinyl]-a,a,a-trifluoro-m-toIuene- 
sulphonamide and ethylene glycol Na there was obtained 6- 
chloro-N-(5-(p-chlorophenyl)-6-(2-hydroxyethoxy)-4-pyrimi- 
dinyl]-a,a,a-trifluoro-m-toluenesuIphonamide, melting point 185- 
186 5 C (from isopropyl ether). 

The starting material was prepared from 4,6-dichloro-5-(p- 
chlorophenyDpyrimidine and cc,ct,a-trifluoro-3-methyI-6- 
chlorbphenylsulphonamide; melting point 232°C (from isopropyl 
ether). 

Example 17 

In analogy to Example 1, from 2.3,4-trichIoro-N-[6-chloro-5- 
(p-chlorophen>n-4-pyrimidinyl]benzenesulphonamide and 
25 ethylene glycol Na there was obtainded 2,3,4-trich!oro-N-[(5- 
chlorophc nyl)-6-(2-hydroxyethoxy)-4-pyrimidinyl )benzene- 
sulphonamide. melting point 209-21 1°C (from methylene 
chloride-isopropyl ether). 

30 The starting material was prepared from 4,6-dichioro-5-(p- 

chlorophenyl)pyrimidine and 2,3,4-trichIorophenylsulphon- 
amide; melting point 278-280°C (from CH3CN). 

Example 18 

35 

In analogy to Example 1 from m-chluro-N-[6-chloro-5-(p- 
chlorophenyl)-4-pyrimidinyl jbenzenesulphon.imide and ethylene 
glycol Na there was obtained m-chloro-N-(p-chlorophenyI)-6-(2- 
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hydroxyethoxy)-4-pyrimidinyl]benzenesulprionamide. melting 
point 1 79- 1 S 1 C C (from acetonitrile-isopropyl ether). 



The starting material was prepared from 4,6-dichloro-5-(p- 
5 chlorophenyl)pyrimidine and 3-chlorophenyIsulphonamide; 
melting point 219-221 C C (from CH3CN). 



Example 19 

10 In analogy to Example 1, from 2,4-dichloro-N-[6-chloro-5- 

(p-chlorophenyI)-4-pyrimidinyl]benzenesulphonamide and 
ethylene glycol Na there was obtained 2.4-dichloro-N-[5-(p- 
chlorophenyl)-6-(2-hydroxyethoxy)-4-pyrimidinyl] benzene - 
sulphonamide, melting point 165-167°C (from CH3CN). 

15 

The starting material was prepared from 4,6-dichloro-5-(p- 
chlorophenyl)pyrimidine and 2.4-dichIorophenylsuIphonamide; 
melting point 252-254 c C (from CH3CN). 

20 Example 2 0 

In analogy to Example 1, from N-6-chIoro-5-(p-chIoro- 
phenyl)-a,a,a-trifluoro-m-toluenesulphonamide and ethylene 
glycol Na there was obtained N-5-(p-chIorophenyl)-6-(2- 
25 hydro\ye T hoxy)-a.a,a-irifluoro-m-toluenesulphonamide, melting 
point 148-150°C (from isopropyl etncr). 



The starting material was prepared from 4,6-dichIoro-5-(p- 
chlorophenyDpyrimidine and a.a,a-trifluoro-m-toiuene- 
50 sulphonamide; melting point 197-I9S°C. 



Example 21 

In analogy to Example 1. from N-6-ch!oro-5-(p-chloro- 
35 phenyl)-a.a,a-trifluoro-o-toluenesulphonamide and ethylene 
glycol Na thee was obtained N-5-(p-chlorophenyl)-6-(2- 
hydroxyethoxy)-4-pyrimidinyi|-a.a,a-trifluoro-o-toluene- 



20 



206728* 



sulphonamide; melting point 182-1S4°C (from CH3CN-isopropyi 
ether). 

The starting material was prepared from 4,6-dichIoro-5-(p- 
chlorophenyDpyrimidine and a,ct,a-trifluoro-o-toluenesuIphon- 
amide; melting point 191-193°C (from CH3CN) 

Example 22 



10 In analogy to Example 1, from N-[6-chloro-5-(p-ethyl- 

phenyl)-4-pyrimidiny I ]-p-isopropyl benzene sulphonamide and 
ethylene glycol Na there was obtained N-[6-(2-hydroxyethoxy)-5- 
(p-ethylphenyi)-4-pyrimidinyl]-p- 

isopropyI|benzenesulphonamide, melting point 137-138°C (from 
15 acetonitrile and isopropyl ether). 

The starting material was prepared as follows: 

From diethyl (p-ethylphenyl)malonate and formamidine 
20 acetate there was obtained 5-(p-eihylW,6( 1 H,5HVpyrimidine- 
dione, melting point >270 ? C, and therefrom with POCI3 there was 
obtained 4,6-dichloro-5-(p-ethylphenyl)p\ rimidine, melting point 
4S-49°C (from n-hexanc). 



Reaction of this compound with p-isopfopylbenzene- 
sulphonamide yielded N-(6-chIoro-5-(p-eihylphenyl)-4-pyrim- 
idinyl 1-p-isopropylbenzenesulphonamide, melting point 187- 
188°C (from acetonitrile and isopropyl ether). 



30 
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In analogy to Example I , from N 
phenyl)-4-pyrimidinyl 1-2-naphthaIenesu' 
ethylene glycol Na there was obtained 
(2-hydroxyeihoxy)-4-pyrimidinyl)-2-na 
melting point 196-19S ; C (from CH3CN a. 



ehloro-5-(p-chloro- 
onamide and 
-Lv(p-chlorophenyl)-6- 
halenesulphonamide, 
isopropyl ether). 
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The starling material was. prepared from 4.6-dichloroo-(p- 
chlorophenyDpyrimidine and 2.naphthalenesulphonam,de; 
melting point 265-269°C (from CH3CM. 

In analogy to Example 1. from p-chloro-N-l6-chloro-5- ( m- 
ni.rophenvD-A-pyrimidinyllbenzenesulphonamide and ethylene 
o,vco. Na there was obtained P -ch.oro-N-l6-(2-hydroxyet oxy)-5- 
(m-ni.ro P henvl)-4-pyrimidinyllbenzer.esulphon a mide. melt.ng 
point IS6-1S7°C (from CH;.CN and isopropyl ether). 

The starting material was prepared from 4.6-dichloro-5-(m- 
nitrophenyDpynmidine and p-chloropheny.sulphonamide; melt.ng 
5 point 261-263°C (from CH 3 CNV 

Fxnmpie 25 

In analocy to Example 1. from N-[6-chioro-5-(m-nitro- 
-,, phenvnu.pyrimidinyll-a.a.a-trifluoro.p-toluenesulphonanude 
and ethylene glycol Na there was chained a.a.a-trifluoro-N-l 6-(- 
hydroxyethoxy)-5-(m-nitroph,nyn-4-pyrimidinyl)-p-toluer. e 

sulphcnamide. melting point 194-195'C (from ethyl acetate- 
hexane i. 

The stanins material was prepared from 4.6-dichloro-5-(m- 
nitrophenyDpyrimidine and o.a.o-trifluoro-p-toluene- 
sulphonamide; melting point 246-250=C (from CH?CN). 

- 0 F\ ample 26 

In analoav to Example 1. from P -(benzyloxy)-N-l6-chloro-5- 
(p.chlorophenyi)-4-pyrimidinylibenzenesulphonamide and 

ethylene glycol Na there was obtained p-(benzyloxy)-N-l5-( P - 
-,5 chlorophenvl)-6-(2-hydroxyethoxy)-4.pyrimidinyl]benze n e- 
sulphonamide. melting poir.t 162-163°C (from acetone and 

isopropyl eiher). 
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The starting material was prepared from 4.6-dich!oro-5-{ p- 
chlorpphe.iyl)pyrimidine and p-(benzyloxy)benzenesulphon- 
amide; melting point 233-236°C (from acetone and ethyi acetate). 

Example 27 

A solution of 512 mg of p-(benzyloxy)-N-[5-(p- 
chlorophenyI)-6-(2-hydroxyethoxy)-4-pyrimidinylbenzene- 
sulphonamide in 50 ml of glacial acetic acid was treated with 
2 ml of 4N HCI in dioxan and 100 mg of 10% palladium-carbon. 
The mixture was hydrogenated while stirring, thereafter the 
solution was suction filtered, evaporated under reduced pressure 
and the residue was recrystallized from isopropyl ether ?.nd again 
from CH3CN. There was obtained N-[5-(p-chlorophenyl)-4- 
pyrimidinyl)-p-hydroxybenzenesulphonamide, melting point 231- 
232°C 

Example 28 

In analogy to Example 1, from N-[6-chloro-5-(p-chloro- 
phenyl)-4-pyrimidinyll-p-(2-methoxyethoxy)benzenesulphon- 
amide and ethylene glycol Na there was obtained N-[5-(p- 
chlorophenyU-6--: 2-hydroxyethoxy)-4 -pyrimidinyl |-p-(2- 
methoxyethoxy )benzenesulphonamide, melting point 151-152°C 
(from CH3CN and isopropyl ether). 

The starting material was prepared from 4,6-d:chloro-5-(p- 
chlorophenyUpyrimidine and p-(2-methoxyethoxy)benzene - 
sulphonamide; mei-ine point 2i2-2l5°C (from CH3CN). 

Example 29 

In analogy to Example 1, from N-[5-(p-bromophenyl)-6- 
chloro-4-pyrimidinyl]-p-chlorobenzenesuIphonamide and 
ethylene glycol Na ihere was obtained N r -(5-(p-bromophenyl)-6- 
(2-hydroxyethoxy)-4 -pyrimidinyl |-p- 

chlorobenzenesulphonamide, melting point 179-lS0°C (from 
acetone and isopropyl ether). 
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The starting material was prepared as follows: 

In analogy to Example 5. paragraph a), from diethyl p- 
5 bromophenylmalonate and formamidine acetate there was 

obtained 5-(p-bromophenyI)-4,6(l H.5H)-pyrimidinedione, melting 
point >270 J C. The compound was used in the next step after 
drying under reduced pressure at S0 C C overnight. 

10 In analogy to Example 3, paragraph b), from 5-(p-bromo- 

phenyl)-4.6( 1 H.5H)-pyrimidinedione and POCI3 there was 
. prepared 5-f p-bromopheri\i)-4.6-dichIoropyrimidine, melting 
point 99-100 : C (from hexane). and therefrom with 
p-chlorophenylsulphon- amide there was prepared N-[5-(p- 

15 bromopher.y i ; -6-chloro-4 -pyrimidinyl ]-p- 

chIorobenzene<uIphona.nice. melting point 266-26S = C (from 
CH3CN). 

Example 30 

20 

In analogy 10 Example 1. from p-chloro-N-(6-chloro-5-p- 
toIyl-4-pyriini-Jinyi ibenzer.esulphonamide and ethylene glycol Na 
there wns obtained p-chioro-N-(6-(2-hydroxyeihoxy)-5-p-tolyl-4- 
pyrirnidinyi}benzenesulphcnamide. melting point I62-165°C 
25 ytrom acetone ar.d isopropyl ether). 

The starling material was prepared as follows: 

In analogy to Example 3. paragraph a), from diethyl p- 
30 tolylmalonate :>r.:i formamidine acetate there was prepared 5-p- 
to!yl-4,6( 1 H,5H)-pvrimidinedione. melting point >270°C. The 
substance was used in the next step after drying under reduced 
pressure at S0°C. 

55 In analogy :o Example 3. paragraph b). from 5-p-tolyl- 

4.6(IH.5H)-pyrirnidinedior.e and FOCI; there was prepared 4,6- 
dichIoro-5-p-toiyIpyrimidine. melting point SI'-S2°C (from 
hexane). and therefrom with p-chlcrophenylsulphonamide there 
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was prepared p.chloro-N-(6-chloro-5-p-ioIyl-4-pyrimidinyh- 
benzenesulphonamide, melting y-'Anx 229-230°C (from 
acetonitrile). 

Example 31 

A solution of 237 mg of N-[5-(p-chlorophenyl)-6-(2- 
hydroxycthoxy)-4.pyrimidinyl]-a,a.a-trifluoro-p-tnluene- 
sulphonamide in 5 ml of methanol was treated with 27.0 mg of 
sodium methylate and thereafter with 5 ml of isopropyl ether. 
The white precipitate was filtered off under suction and dried at 
50°C under reduced pressure. There was obtained N-(5-(p- 
chlorophcnyl)-6-(2-hydroxyethoxy)-4-pyrimidinyl]-a.a,a- 

trifluoro-p-toluenesulphcnamide sodium salt as a white solid. 

Example 32 

60 mg of sodium were added to 2 ml of ethylene glycol at 
70°C Thereafter. 223 mg of N-[6-chloro-5-(2,6-dimethoxy- 
benzyl)-4-pyrinv.dinyli-p-vinyl-benzenesutphonamide were 
added and the reaction mixture was heated at 150°C for 
4 5 hours. The ethvlenc glycol was distilled off under reduced 
pressure, the residue was taken up in 2iOAc/H 2 0 and extracted 
once with ethyl acetate. Thereafter, the aqueous phase was 
acidified with IN HCI and extracted four limes with ethyl acetate. 
The organic phase was dried, filtered and concentrated under 
reduced^ pressure. The residue was chromatographed over 50 g 
of Si0 2 with methylene chloride/ethyl acetate 1:1. There were 
obtained 50 mg of N-|5-(2.6-dimethoxybenzyl)-6-(2- 
nydroxyethoxyV4- P yrimidinyl]-p-vinylbenzenesulphonamide. 

melting point 13S-139°C. 

The starting material was prepared as follows: 

a) A mixture of 1.52 ml of diethyl malonate. 1.66 g of 
2,6-dimethoxybenzaldehyde. 0.1ml of niperidine, 0.11ml of 
glacial acetic acid and 100 ml of toluene < " ^iled at 110°C on a 
water separator for 3.5 hours. ™e solution *as extracted with 
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10% NaHC03* solution and back-washed with saturated NaCl 
solution. The organic phase was dried, filtered off under suction 
and evaporated under reduced pressure. There were obtained 
2.8 g of diethyl (2,6-dimethoxybenzylidene)malonate as a dark 
5 yellow oil. 

b) A mixture of 2.8 g of diethyl (2,6-dimethoxybcnzylidene)- 
malonate, 0.6 g of palladium-carbon. 50 ml of methanol and 

50 ml of glacial acetic acid was stirred at 25°C overnight. The 
10 solution was filtered and concentrated, and the residue was taken 
up in ethyl acetate and extracted with 20% NaHC03 and some ice. 
Thereafter, the mixture was extracted with IN HO, back- washed 
with saturated NaCl solution, the organic phase was dried and 
evaporated under reduced pressure. The crude product was 
15 distilled in a high vacuum at 1 70°C/0.6 mbar. 2.1 g of diethyl 
(2,6-dimethoxybenzyI)malonate were obtained. 

c) 0.23 g of formamidine acetate in 15 ml of ethanol was 
added to 0.14 g of sodium in 15 ml of ethanol. The reaction 

20 mixture was stirred 25°C for 30 minutes and treated dropwise 
with 0.62 g of diethyl (2.6-dimethoxybenzyl)malonate in 10 ml 
of ethanol. Starting material was no longer present after 2 days. 
The residue was filtered off under suction, dissolved in a small 
amount of water and acidified with IN HCI. The precipitated 

25 crystals were filtered off under suction and dried at 90°C in a high 
vacuum. There was obtained 0. 175 g of 5-(2.6-dimethoxy- 
benzyl)-4.6-pyrimidine<iiol of rrulting point >245 e C. 

d) A mixture of 1 .04 g of 5-(2.6-dimethoxybenzyl)-4,6- 

30 pyrimidinediol and 12 ml of phosphorus oxychloride was boiled 
?t reflux at 85°C for 3 hours. The reaction solution was poured 
on to ice and extracted twice with methylene chloride. The 
organic phase was back-washed with saturated NaCl solution, 
dried, filtered off and concentrated under reduced pressure. The 

35 crude product was recrys! jilized from toluene/n-hexane. There 
was obtained 0.41 g of 4.6-di.-hloro-5-(2.6-dimethoxybenzyl)- 
pyrimidine. melting point i52-!53°C. 
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e) A mixture of SO mg of 4,6-dichloro-5-(2,6-dimethoxy- 
benzyDpyrimidine and 170 mg of p-vinylbenzenesulphonamide 
monopotassium sMt (J. Am. Chem. Soc. 1956. 7S. 2169) from the 
corresponding sulphonamide with potassium t-butylaie in abs. 

5 MeOH and 10 ml of dimethylformamide was heated at 100°C for 
6 hours. Thereafter, the mixture was left to cool to 25°C 
overnight. Now. 30 ml of 0.5N HCl were added to the reaction 
solution while stirring. The precipitated substance was filtertd off 
under suction and recrystallized from toluene/n-hexane. There 

10 were obtained 25 me of N-(6-chIoro-5-(2.6-dimethoxy- benzyh- 
4-pyrimidinyD-p-vinyibenzenesulphonamide. melting point 197- 
19S°C. 

Example 33 

\? 

29 mg of sodium were added portionwise to 10 ml of 
ethylene glycol (freshly distilled over Na) while excluding 
moisture. Thereafter. 123mg'of N-[6-chloro-6-[o-(trinuoro- 
methyl)benzyll-4-pyrimidinyl]-a.a.a-trifluoro-p-toluenesulphon- 

20 amide were added and the reaction mixture was heated at 150°C 
for 3 hours. Thereafter, the excess ethylene glycol was 
evaporated under reduced pressure; the residue was dissolved in 
water and washed with ethyl acetate. The aqueous phase was 
adjusted to pH 3.0 with IN hydrochloric acid and extracted with 

25 ethyl acetate. The organic phase was washed with water and 
saturated sodium chloride solution, dried and evaporated under 
reduced pressure. The residue was chromatographed over 30 g 
of SiO: with methylene chloride/ethyl acetate (1:1). There was 
obtained a.a.a-triflucro-N-|6-(2-hydroxyethoxy )-6-[o-(trifiuoro- 

:o methyl)benzyljp>rimidinyl]-p-toluenesuIphonamide as a white 
foam. MS: 521 i M K -56 (M-S0 2 + H). 

The starting material was prepared as follows: 

35 a) A solution of 30 ml of phosphorus tribromide in 60 ml of 
abs. toluene was added dropwise at 20-30°C to a solution of 14 g 
of o-trinuoromethylbenzyl alcohol in 30 ml of abs. toluene. 
Subsequently, the reaction mixture was stirred at room 
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temperature for 2 hours, the toluene was disulled off under 
reduced pressure, the residue was dissolved in methylene 
chloride, treated with water and the mixture was adjusted to pH 
8 0 with potassium hydrogen carbonate. The aqueous phase was 
extracted three times with CH 2 C1 2 and the organic phases were 
washed twice with water and once with satu:a:ed NaCl so.uuon. 
dried over Na,S0 4 and evaporated under reduced pressure 
o-Trinuoromethylbenzyl bromide was obtained as the res.due. 

b) 40 ml of diethyl malonate in 350 ml of ethyl alcohol were 
treated portionwise with 1S.6 g of sodium ethylate at room 
temperature 2 nd the mixture was then treated with 12 g of o- 
trinuoromethy:,nzy. bromide within 30 minutes. The react.™ 
mixture was stirred a. room temperature overnight, the alcohol 

^ was distilled off under reduced pressure and the res.due was 
dissolved in ethvl acua.e. The solution was washed tw.ee w.th 
water and once 'with NaCl solution, dried under reduced pressure 
and evaporated. The residue was chromatographed over 300 g ot 
SiO with CH:Cl;/AcOEt 95:5 and yielded 1 1 g of diethyl [o- 

0 (irinuoromeihynbenzyllmalonate as a colourless oil. 

C ) 0 63 g of formamidine acetate in 40 ml of abs. ethyl alcohol 
was treated with 1.2 g of sodium ethylate at, room temperature. 
Mirred at room ttmperature for 30 minutes and then treated 
,5 dropwise at room temperature with a solution of 1.6 g of d.ethvl 
lo-(trinuoromithynbenzyl]malonate in S ml of abs. ethyl alcohol. 
After siirTina at 50°C for 4 hours the reaction mixture was 
worked-up and > ielded 5-[o-(trifluoromethyl)- benzyl]- 
4.6(1 H.5H)pyrimidinedione. melting point >290°C. 

d) c rom 5-lo-(trifluoromethyl)benzyl]-4.6(lH.5H)pyrimidine- 
dione and phosphorus oxychloride there was prepared 5-[o-(tr- 
fluoromeihyl)benzyl)-4.6-dichloropyrirridine. melt.ng po.nt 60- 

63°C. 

e) ?95 mg of 4.6-dichloro-5-[o-(trifluoromethyl)benzyl]- 
pvrimi'dine in 10 ml of freshly distilled dimethyl sulphoxide were 
treated with '42 mg of a.a.a-trifluoro-p-toluene- sulphonamule 
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monopotassium sale (from the from the corresponding 
sulphonamide * wiih KOH and. abs. ethyl alcohol) and stiiTed at 
150°C for'5 hours. After completion of the reaction the solvent 
was distilled off under reduced pressure, the residue was 

5 dissolved in ethyl acetate and the solution was washed with 109b 
potassium bicarbonate solution, 0.5N HCI, water and NaCl solution. 
The organic phase was dried and evaporated under reduced 
pressure. The residue was chromatographed over 30 g of SiO- 
using ethyl acetate and yielded 135 mg of N-[6-cliIoro-6-[o- 

10 (trifluoromethyr)ben7.yll-4-p>Timidinyl]-a,a,a-trifluoro-p- 

toluenesulphonamidc as a white foam. MS: 495 (M), 431 (-SO2), 
430 (-SO2+H), 362 (-CF3+SO2). 

Example 34 

15 

In analogy to Example 33, from N-[6-chloro-5-[o-(trifluoro- 
methyl)benzyl]-4-pyrimidinyl]-p-methoxybenzenesulphonamide 
and ethylene glycol Na there was obtained N-[6-(2-hydroxy- 
ethoxy)-5-[o-(lrifiuoromethyl)benzyl]-4-pyrimidinyl]-p- 
:o methoxybenzenesulphonamide, melting point 100-107°C. 

The starting material was prepared as follows: 

In analogy to Example 33, paragraph e), from 4,6-dichloro-5- 
[o-(trifluorome:hyl)benzyl]pyrimidine and p-methoxybenzene- 
• sulphonamide K sait there was obtained N-[6-chloro-5-[o- 
25 ( trifluoro methyl) ben zyl]-4-pyrimtdiny I]- p- methoxybenzene- 
sulphonamide 3S a white foam, melting point 68-70°C. 

Example 35 

In analogy to Example 33, from p-chloro-N-[6-chloro-5-[o- 
50 (trifluoro methyl)benzyl]-4-pyrimidinyl]benzenesulphonamide and 
ethylene glycol Na there was obtained p-chloro-N-[6-(2-hydroxy- 
ethoxy)-5-[o-(irifluoromethyl)benzyl]-4-pyrimidinyl]benzene- 
sulphOiiamide. melting point 134-135 C C. 

The starting material was prepared in analogy to Example 33, 
35 paragraph e). from 4,6-dich!oro-5-[o-(trifluoromethyl)benzyl)- 
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pyrimidine and p-chlorobenzenesulphonamide K salt; melting 
point >210°C (decomposition). 

rxnm ple 36 

in analogy to Example 33. from N-[6-chloro-5-(o-methoxy- 
ben 2 yl)-4-pyrimidir, y l]-p-vi n ylbenzenesulphonamide and ethylene 

glycol Na there was obtained N-[6-(2-hydroxyethoxy)-5-(o- 
methoxybenzyD-4-pyrimidinyn-p-vinylbenzenesulphonam.de. 

melting point 93-l02°C. 

-he starting material was prepared in analogy to Example 33. 
paragraph e) from 4 .6-dichloro-5-(o-methoxyben Zy .)py^,dme 
and p-vinylbenzenesulphonamide K salt; melting pent 125-129 C. 

Fxnmple 37 

In analooy to Example 33, from N-[6-chloro-5-[o-(trifluoro- 
meihy!»oenzyl]-4-pyimidinyll-p-(methylthio)benzenesulphon- 

amide e.nd ethyls glycol Na there was obtained N-[6-(2- 
hydroxvethox y )-5-[o-(tr.iiuOromethyl)benz y l]-4-pyr:m.dinyl]-p- 

(methyl hio)benzer.esulphonamide as a yeilow.sn res.n. 

Th- starting material was prepared in analogy to Example 33. 
paragraph e). from 4.6-dichloro-5-[o-(trifluoromethy.)]benzyl- 
py rimidine and p-(methyl!hio)benzenesulphonamide; IR: 3433 
cm-' (NH); 1313 (S0 2 ); 1137 and 1094 (F 3 C). 



In analogy to Example 32, from N-[6-chlcro-5-(2.4- 
dimethoxybenzvl)-4-pyrimidinyl]-p-isoprcpylbenzenesulphon- 

amide, ethylene glycol and sodium there was obtained N-[5-(2.4- 
dimethox y benzyl)-6-(3-hydroxypropyl)-4-pyrimid.nyll-p-.so- 

30 propylbcnzenesulphonamide. melting point 97=C. 

The starting material was prepared as follows: 

In analcg y to Example 32. paragraph a), from 2.4-dimeihoxy- 
benzaldehyde, diethyl magnate, glacial acetic acid, piperid.ne 
and toluene there was prooared diethyl (2.4-dimethoxybenzyi- 
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idene)malonate. Therefrom in analogy to Example 32, paragraph 
b), there was prepared diethyl (2,4-dimethoxy-benzyl)maionate 
as a clear oil. boiling point 160°C/0.4 mhar. 

In analogy to Example 32. paragraph e). from diethyl (2,4- 
5 dimethoxybenzyijmalonate, formamidine acetate and the N'a salt 
of ethanol there was prepared 5-(2.4-dimethoxybenzyl)-4,6- 
pyrimidinediol ar.d therefrom in analogy to Example 32, paragraph 
d), there was prepared 4,6-dichloro-5-(2.4-dimethoxybenzyl)- 
pyrimidine. melting point 130-131 C C. 

10 In analogy to Example 32, paragraph c), from 4,o-Jichloro- 

5-(2,4-dimcthoxybenzyl)pyrimidine, p-isopiopylbenzenesulphon- 
amide K (from the corresponding sulphonamide with potassium t- 
butylatc in abs. MeOH) and DMSO there was finally prepared N-[6- 
chloro-5-( 2.4 -dime thoxybcnzy l)-4-pyrimidinyl]-p-isopropyi- 

\5' bcnzenesulphonamide, melting point 132-134°C. 

Example 39 

A solution of llOmg of N-[6-(2-hydroxyethoxy)-5-(o- 
20 methoxybcnz\l)-4-pyrimidinyl]-p-vinylbcnzenesuiphonamide in 
3 ml of abs. tetr.hydrofuran was treated with 0.3 ml of 3.4- 
dihydro-2H-pyran and 4 drops of trifluoroacetic acid. After 
boiling under reflux overnight the solvent was distilled off under 
reduced pressure and the residue was chromatographed on silica 
25 gel with methylene chloride/ethyl acetate (9:1). There were 
obtained 100 mg of rac-N-[5-(o-methoxybcnzyl)-6-[2- 
[(ietrahydro-:H-pyran-2-yl)oxylethoxy]-4-pyrimidinyl]-p- 
vinylbenzcncsuiphonamide as a white resin. MS: 460 (M-SO:*H); 
430 (M-SO:+OCH;). 



SO 
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318 mc of rac-N-t5-(o-methoxybcnzyl)-6-[2-[(teu:hydro- 
2H-pyran-2-yiloxylethoxy]-4-pyrimidinyl]-p-vinylbenzene- 
35 sulphonamide. 5.3 mg of osmium tetroxide and 270 mg of 

sodium(mcta)periodate were added in succession to a mixture of 
1.5 ml of water and 4 ml of ciioxan at room temperature. After 



stirring at room temperature for 1 hour the dioxan was distilled 
off under reduced pressure, thereafter the aqueous phase was 
extracted three times with ethyl acetate, the ethyl acetate was 
washed twice with water and once with NaCl solution (saturated), 
5 dried and distilled off under reduced pressure. The residue was 
chromatographed over 30 g of Si0 2 with CH 2 Cl 2 /ethyI acetate and 
yielded i 50 mg of rac-p-[[5-(o-methoxybenzyl)-6-[2- 
[(tetrahydro-2H-pyran-2-yl)oxy]ethoxy]-4- 
pyrimidinvl]sulphamoyl]benzaldehyde as white foam. . MS: 527 
10 (M); 443 ( ); 432 (-OCH 3 -rS0 2 ). 



170 mg ot rac-p-[[5-(o-methoxybenzyl)-6-[2-[(tetrahydro- 
15 2H-pyran-2-ylloxy]ethoxyl-4-pyrimidinyl]sulphamoyI]benzaIde- 
hyde and, after 30 minutes, 1 ml of abs. tetrahydrofuran were 
added at room lemperature to a Grignard solution prepared from 
60 mg of magnesium and 0.15 ml of methyl iodide in diethyl 
ether. After stirring at room temperature for 3 hours the 
:o reaction was interrupted by the addition of saturated ammonium 
chloride solution, the reaction mixture was diluted with ethyl 
acetate and the aqueous phase was extracted twice with ethyl 



The organic phase was washed with water and saturated 
solution, dried and evaporated under reduced pressure. The 



25 residue was chromatographed over 35 g of Si0 2 with CH 2 CWethyl 
acetate (8:2) and (1:1) and yielded 135 mg of p-[(RS)-l-~ 

hydroxyethylI-N-[5-(methoxybenzyI)-6-[2'-[[(RS)-tetrahvdro-2H- 
pyran-2.ylloxy)ethoxyl-4- P yrimidinyIJbenzene- suiphonamide 
melting point >56 C C (sublimation). 



53 mg of rac-p-[[5-(o-methoxybenzyl)-6-(2-((tetrahydro- 
2H-pyran-2-yl]oxylethoxyl-4-pyrimidiny]]sulpharr.oyI]benzaIde- 
hyde were dissolved in 3 ml of methyl alcohol and treated with 
37 mg of sodium borohydride at room temperature. After 
stirring at room temperature for 1 hour the methanol was 
evaporated under reduced pressure, the resiH,,^ dissolved in 



Example 41 



Example 42 
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ethyl acetate, washed with water and NaCI solution (saturated), 
dried ana distilled under reduced pressure. There were obtained 
42 mg of Tac-a-hydroxy-N-[5-(o-methoxyben2yl)-6-[2-t(tetra- 
hydro-2H-pyran-2-yi)oxy]ethoxyJ-4-pyrimidinyl]-p-toluene- 
sulphonamide as a colourless oil. MS: 529 (M); 445 (tetrahvdro- 
2H-pyran-2-yl); 434 (-OCH3 + SO2). 



Example 41 

53 mg of rac-p-[[5-(o-methoxybenzyl)-6-[2-[(tetrahydro- 
2H-pyran-2-yl]oxy]ethoxyJ-4-pyrimidinyl]sulphamoyl]benzalde- 
hyde were dissolved in 3 ml of ethyl alcohol and treated at rcom 
temperature with 7 mg of hydroxylamine hydrochloride and 
14 g of finely P owd. potassium carbonate. After stirring at room 
temperature for 3 hours the ethanol was distilled off under 
reduced pressure, the residue was dissolved in ethyl acetate and 
washed with water and" NaC! solution (saturated). The organic 
phase was dried and evaporated under reduced pressure, 
whereby rac-a-[(>E/Z)-hydroxyimino-N-[5-(o-methoxyben2yn-6 
[2-[(tetrahydro-:H-pyran-2-yl)oxy]ethoxy]-4-pyrimidinyl]-p- 
tolucnesulphonamide. melting point 49-52°C. was obtained. 



Example 44 



A solution of 60 mg of p-[(RS-l -hydroxyethyl]-N-[5-(o- 
meihoxybenzyl)-6-[2-[[(RS)-tetrahydro-2H-pyran-2-yl]oxyJ- 
ethoxy]benzenesulphonamide in 3 ml of tetrahydrofuran was 
treated with 2 drops of 3N HCI. After stirring at room 
temperature for 4 hours the reaction mixture was evaporated 
under reduced pressure. The residue was chromatographed on 
silica gel with methylene chloride/ethyl acetate (1:1) and ethyl 
acetate and yielded rac-N I -6-(2-hydroxyethoxy)-5-(o-methox'y- 
benzy!)-p-(l-hydroxyethyl)benzenesuiphonamide as a white 
resin. MS: 459 (M). 394 (-S0 2 /H), 364 (-SO2/OCH3). 
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In analogy- to Example 44, from rac-a-[(E/Z)-hydroxyimino]- 
N-[5- (o-mettioxy benzyl) -6- [2-[(tetrahyd ro-2H-py ran-2-yl)oxy]- 
ethoxyj-4-pynmidinyl]-p-toluenesulphonamide there was 
obtained a-[(E/Z)-hydroxyimino]-N-[6-(2-hydroxyethoxy)-5-(o- 
5 methoxybenzyl)-4-pyrimidinyl]-p-ioluenesulphonamide as a 

yellow resin. IR: 3403 and 3193 crrH (W, OH), 2607 (W, NH); 1729 
(W f C=N). 

Example 46 

10 In analogy to Example 44. from rac-a-hydroxy-N-[5-(o- 

methoxybenzyl)-6-[2-[(tetrahydro-2H-pyran-2-yl)oxy]ethoxy]-4- 
pyrimidinyl]-p-toluenesulphonamide there was obtained a- 
hy droxy-N-[6-(2 -hydroxyeihoxy) -5 -(o-methoxy benzyl )-4- 
pyrirnidinyl]-p-toIuenesulphonamide as a pale brown resin. MS: 

15 445 (M). 3S0 (-SO2/H). 274. 

Example 47 

In analogy to Example 44. from rac-p-[(5-(o-methoxy- 
20 benzyl )-6-[ 2-[(tetrahydro-2H-pyran-2-yl)oxy )ethoxy )-4- 

pyrimidinyl )-sulphamoylbenzaldehyde there was obtained p-(l6- 
( 2-hydrox y-eth ox y)-5 -(o-methoxy benzyl )-4-pyrimidiny 1 ]- 
sulphamoyllbenzaldehyde as a while resin. MS: 443 (M), 348 
(-SO:/OCH;), 274. 

25 

Example 48 

20S mg of N-[6-(2-hydroxyethoxy)-5-(o-methoxybenzyl)- 
4-pyrimidinyl]-p-vinylbenzenesulphonamide were dissolved in 

50 3 ml of abs. THF, treated with 0.06 ml of pyridine and 0.07 ml of 
acetic anhydride and boiled under reflux for 3 hours. After 
distilling off the solvent under reduced pressure the residue was 
dissolved in ethyl acetate, the solution was washed with water 
and sodium chloride solution, dried and evaporated. After 

35 chromatography over silica gel with methylene chioride and 
methylene chloride/ethyl acetate (19:1 and 9:1) the residue 
yielded 2-([5 -(o-methoxy benzyH-6-Kp- vinylpheny l)sulphamoyl] - 
4-pynmidinyl)oxyjethyl acetate as a white resin. 
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"Example *9 

In analogy to Example 1, from N-[6-chloro-5-(a,a,a- 
trifluoro-p-toiyl)-4-pyri.Tiidinyl]-p-isopropylbenzene- 
sulphonamide and ethylene glycol Na there was obtained N-[5-(2- 
hydroxyethoxy)-5-(a,a.c-trifluoro-p-tolyl)-4-pyrimidinyl]-p- 
isopropylbe'nzenesulphonamide, melting point 222-223°C (from 
acetone and isopropyl ether). 

The starting material was prepared from 4,6-dichloro-5- 
a.a.a-trifluoro-p-tolylpyrimidine and p-isopropylbenzene- 
sulphonamide. melting point 266-269°C (from acetonitrile). 

Example 50 

190 mg of N-|6-ch!oro-5-(p-methoxyphenyl)-4- 
pyrimidinyl)-p-toluenesulphonamide were added to a sodium 
glycolaie solution from 46 mg of sodium in 1 ..ti of ethylene 
glycol. After a reaction period of 5 hourj at 100°C the reaction 
mixture was evaporated to dryness under reduced pressure, the 
residue was partitioned between ethyl acetate and IN hydro- 
chloric acid, the organic phase was washed neutral, dried and 
evaporated under reduced pressure. The residue was chromato- 
graphed on silica gel with methylene chloride and ethyl acetate 
(4:1 v/v). There were obtained 175 mg of N-[6-(2-hydroxy- 
ethox>0-5-(pMiie[ho\ypher,yl)-4-pyrimidinyl]-p-tolucnesulphon- 
amide, melting point 147-!49°C (from methylene chloride/ 
h e x a n e ) . 

The starling material was prepared as follows: 

150 ml of ethyl orthoformate and lg of methanesulphonic 
acid were added to a solution of 41.55 g of p-methoxyphenyl- 
acetic acid in 150 ml of abs. ethanol. The reaction mixture was 
heated at S5°C for 20 hours. The ethyl formate formed was 
distilled off continuously from the reaction mixture. Thereafter, 
the reaction mixture was neutralized with sodium eihylate, the 
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solvent was evaporated and the residue was taken up in 
methylene chloride and distilled. There were obtained 46.7 g of 
ethyl (p-methoxy)phenylacetate as a colourless liquid, boiling 
point 84QC/0.025 Torr. 

5 

7.5 g of sodium ethylate ar.J 120 ml of diethyl carbonate 
were added to 19.4 g of the previously obtained ester. The 
suspension obtained was stirred vigorously at 130°C and the 
ethanol formed was distilled off from the reaction mixture. 

10 Thereafter, the reaction mixture was cooled to room temperature 
and poured on to ice and aqueous hydrochloric acid (10% excess). 
After extraction with ethyl acetate and working-up the extract the 
product was purified by distillation. There were obtained 25 g of 
diethyl (p-methoxy)phenylma!onaie. boiling point 

15 t 15*°C/0.05 Torr. 

10.9 g of sodium ethylate were suspended in 125 ml of dry 
ethanol. 4. S3 g of formamidine hydrochloride and 13.3 g of the 
malonic ester obtained in the preceding paragraph were added 

20 thereto while cooling with ice. The reaction mixture was stirred at 
room temperature for 3 hours with the exclusion of moisture, 
thereafter the so»vent was evaporated, the residue was dissolved 
in 100 ml of water, the aqueous phase was washed with toluene 
and acidified. There were obtained S g of 5-(p-methoxy)phenyl- 

25 6-hydroxy-4(3H)-pyrimidinone. melting point >250°C. 

1 g of the pyrimidinor.e described in the foregoing 
paragraph was suspended in 5 ml of phosphorus oxychloride. 
The suspension was ;tirTed at S0°C with the exclusion oi moisture, 

30 whereby a clear solution was obtained. After 30 minutes the 
excess reagent was distilled off and the residue was taken up in 
methylene chloride and shaken with aqueous potassium hydrogen 
carbonate solution until the evolution of carbon dicxiode no longer 
occurred. , Jter evaporation of the solvent the residue was 

35 filtered over silica gel with methylene chloride. There was 

obtained 0.7 g of 4,6-dich!oro-5-(p-methoxyphenyl)pyrimidine, 
melting point 95-96°C. 
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5.15 g of p-toluenesulphonamide dissolved in ethanol were 
added to a boiling ethanolic potassium hydroxide solution (2 g of 
S5% potassium hydroxide in 50 ml of abs. ethanol). Thereafter, 
50 ml of abs. benzene were added and the majority of the solvent 
5 mixture was distilled off at normal pressure. 4,6 g of p-toluene- 
sulphonamide potassium were obtained. 

510 mg of the dichloropyrimidine. described in the previous 
paragraph and S40 mg of p-toluenesulphonamide potassium 

10 were dissolved in 3 ml of dry_ dimethylformamide. The solution 
was held at 120°C for 3 hours, thereafter the dimethylformamide 
was distilled off, the residue was partitioned between ethyl 
acetate and IN hydrochloric acid, tlic organic phase was washed 
neutral and evaporated. After the addition of methanol there 

15' were obtained 540 mg of N-(6-(chloro-5-(p-methoxyphenyl)-4- 
pyrimidinyll-p-toluenesulphonamide. melting point 210-212°C. 

Example 51 

-0 In analogy to Example 50. from 300 mg of N-[6-chIoro-5- 

(p- met hoxy phenyl) -4 -pyri mid inyl]-p-me thoxy benzenesulphon- 
amide there were obtained 200 mg of N-[6-(2-hydroxyethoxy)-5- 
( p - me t h ox y ph e n y 1 ) - 4 - p y r i m i d i n y I ] - p - m e t h o x y be n z e ne - 
sulphonamide, melting point 132 134 C C. 

25 

The starting material was prepared as follows: 

25 ml of 25^ NH4OH were added dropwise while cooling in 
?n ice bath to a solution of 7.3 g of p-meihoxybenzenesulphonyl 

30 chloride in 50 mi of tetrahydrofuran. Subsequently, the reaction 
mixture was stirred vigorously for 30 minutes at 70°C (bath 
temperature), thereafter the tetrahydrofuran was distilled off. 
The .residue was extracted with ethyl acetate. There was obtained 
p-methoxybenzenesulphonamide which was converted into the 

35 potassium sail as described in Example 50. 

A solution of 510 mg of 4,6-dich!oro-5-(p-methoxy- 
phenyl)pyrimidine and 6S0 mg of p- 
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methoxybenzenesulphonamide potassium in 3 ml gf 
dimethyl i'ormamide was heated at 130°C for 1 hour. After 
wcrkuig-up the reaction mixture there were obtained 690 mg of 
N-[6-chlo;o-5-(p-methoxy phenyl )-4-pyriroidiny l]-p- 
5 methoxybenzenesulphonamide, melting point 165-167°C. 

Example 52 

In analogy to Example 50, from N-[6-chloro-5-(p-methoxy- 
10 phenyl)-4-pyrimidinyl]-p-(methylthio)ben2enesuIphonamide there 
was obtained N-[6-(2-hyc:oxyethoxy)-5-(p-methoxyphenyl)-4- 
pyrimidinyl)-p-(methy!thio)benzenesu!phonamide, melting point 
171-172 3 C. 

• is The starting material was prepared as described in Example 

50 from 4 ( 6-dichloro-5-(p-methoxy)phenylpyrimidir-j and (p- 
methylthio)benzenesu!phona.T.ide potassium, melting point 204- 
205°C. 

20 Example 53 

In analogy to Example 50, from N-[6-ch!oro-5-(p-methoxy- 
phenyl)-2-methyl-4-pyrimic;nylj-p-methoxybenzenesulphon- 
amide there was obtained N-[6-(2-hydroxyethoxy)-5-(p-methoxy- 
25 pheny l)-2-me thy l-4-pyrimicir.yl]-p-methoxy benzene Pulphon- 
amide, melting point 138-1 39"C. 

The starting material was prepared as follows: 

30 2.94 g of acetamidine hydrochloride and 6.9 c of diethyl p- 

methoxyphenylmalonate were added to a solution of 5.6 g of 
sodium methylate in 75 ml of abs. ethanol. The reaction mixture 
was stirred it room temperature for 3 hours with the exclusion of 
moisture and at 50 C C for 1.5 hours. Thereafter, the ethanol was 

35 distilled off, the residue was taken up in water and the suspension 
was acidified with 5N hydrochloric acid. The solid was filtered off 
and washed with water until the wash solution had reached a pH 
of 4.5 to 5.7. The thus-ob-ained product was reacted with 
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phosphorus oxychloride and yielded 2.S g of 4,6-dichloro-2- 
methyl-(p-methoxy)phenylpyrimidine, melting point I 14-1 1 6°C . 
Reaction, of this compound' with p-methoxybenzene- 
sulphonamide potassium yielded N-[6-chloro-5-(p-meihoxy- 
5 phe n y 1 )- 2 - m e t h y I - 4 - p y rt m i d i n y 1 ] - p - m e t h ox y ben ze n e s u i p h o n - 
amide, melting point 152-154°C. 

Example 54 

10 In analogy to Example 50, from 615 mg of N-[6-chloro-5- 

(p-methoxy phenyl )-4-pyri f nidiny l]-p-isopropy Ibenzenesulphon - 
amide there were obtained 550 mg N-[6-(2-hydroxyethoxy )-5-(p- 
me thoxy phenyl )-4-pyri mi d i n y 1 ] - p - 

isopropylbenzer.esulphonamide, melting point 128-129°C. 

15 

In order to convert this sulphonamide into the sodium salt. 
S7 mg were dissolved in methanol, the stoichiometric amount of 
sodium methyla:e was added, the solvent was distilled off and 
diisopropyl ether was added. 

20 

The starting material was prepared as follows: 

p-Uopropylbenzenesulphonyl chloride, boiling point 
1 05°C/0.25 Torr, was prepared from cumene and converted into 

25 the corresponding sulphonamide, melting point 104-105°C. 
Reaction of 765 mg of 4,6-dich!oro-5-(p-rne;hoxyphenyl ;> 
pyrimidine and 925 mg of p isopropylbcnzcnesulphonarr.ide 
potassium yieiJed 720 mg of N-i6-chloro-5-(p-methox> phenyl)- 
4-pyrimidinyl I -p-isopropylbenzenesulphonamide, melting point 

50 IS1-182°C. 

Example 55 

In analogy to Example 50, from 700 mg of p-t-buty:-N-[6- 
35 chloro-5-(p-metnoxyph9nyi)-4-pyrirnidinyl]benz9nesulpr-onamide 
there were obtained 600 mg of p-t-butyl-rJ-[6-(2-hydrcxy- 
ethoxy)-5-(p-rr.ethoxyphenyl)-4-pyrimidinyl]benzenesulpr.on- 
amide, melting point 165-166 2 C. 
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The starting material was obtained from p->butylbenzene- 
sulphonamide potassium and 4.6-dichloro-5-(p-methoxyphenyl)- 
pyrimidine. melting poini 204-205 c C. 

Example 56 

In analogy to Example 50. from 216 mg of rac-p-sec-butyl- 
N-[6-chloro-5-(p-methoxyph9ny!)-4-pyrimidinyl]benzene- 
sulphonam.de there were obtained 135 mg of rac-p-sec-butyl-N- 
[6.(2-hydfOxyethoxy)-5-(p-m9thoxypheny!)-4-pyrimidinyl]- 
io benzenesutohonamide, melting point 120-122 C C. 

The starting material was prepared from rac-p-sec- 
butylbenzenesulphonamide potassium and 2,6-dichloro-5-(p- 
rnethoxyphenyl)pyrimidine. melting point 172-173 C C. 

Examnle 57 

15 

!n analogy to Example 50, from 2S0 mg of N-(6-chloro-5- 
[(p-niethyithicJphenyll^.py.imidinyll-F-isopropylber.zcne- 
sulphL-r.-mide there were obtained 240 mg of N- r >v'--hydroxy- 
ethoxy)o-[p-(meth \ lthio)phe nyl [-4 -pyrimidinyl ; -p-isopropyl- 
20 benzenesulphor.amide. melting point 135-1 36"C (from diisopropyl 
eth^r). 

The starting material was prepared as follows: 

25 15.2 g cf :p-:nt:r.yhh:o»benzaldehyde were disso.ved in 

50 ml of isopropuro!. 1.31 g of sodium borohydride i:» 150 ml 
cf Lopropanol were added drepwise to this solution with ; n 
0.5 hour while cooling in an ice bath. After stirring at room 
temperature for 1 hour 5 ml of acetone were added and the 

30 solvent was subrequenily distilled off. The residue was 
partitioned between methylene chloride and water. After 
working-up there was obtained (p-meihvlthio)benzyl alcohol, 
melting point 40--tl°C (from isopropanol). 

35 7.71 g of (p-methylihio"»benzyl alcohol were dissolved in 

25 ml of dry methylene chloride. 4 ml of SOCi: were added to 
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this solution within 30 minutes while cooling in an ice bath 
After .distilling off the solvent and the excess reagent the residue 
•was filtered over silica gel with methylene chloride. After 
distillation there were obtained 4.3 g of (p-methylthio)benzvl 
chlo. .de, boiling point 92°C/0.05 Torr. 

9 g of ihe benzyl chloride obtained in the preceding 
paragraph were added to a suspension of 10 g of potassium 
cyanide and 0.1 g of sodium iodide in 100 ml of dimethyl- 
formamide. The reaction mixture was stirred at 90°C for I hour 
with the exclusion of moisture. Thereafter, the dimethyl- 
formamide was distilled off and the residue was partitioned 
between toluene and water. Working-up of the organic phase 
yielded (p-methylthio)benzyi cyanide, melting point 2S-30°C. 

12 g of (p-methyithio)benzyl cyanide were dissolved in 
30 ml of ethylene glycol and treated with 9 g of NaOH (as a 30% 
solution). The reaction mixture was stirred at 140°C for 3 hours. 
After cooling to room temperature the mixture was acidified with 
25% hydrochloric acid, the precipitate was taken up in ethyl 
acetate and exacted with water. There were obtained I 1.5 g 0 f 
(p-meihylihio)phenylacetic acid; melting point 94-96°C. 

1 1 g of the previously obtained acid were dissolved in 
50 ml of abs. ethanol and 25 ml of ethyl orthoformate and I g of 
meihanesulphonic acid. T:- e formate formed during the reaction 
was distilled off continuously. The reaction had finished after 
4 hours. The acid catalyst wn-; neutralized with ihc stoichio- 
metric amount of sodium ethylare. the solvent was distilled off. 
the residue was taken up in methylene chloride and filtered over 
silica gel. There were obtained 12 g of ethyl (p-methylthio) 
phenylacetate, melting point 46-47<>C. 

The previously obtained compound was converted into 
diethyl (p-methylthio)phenylmalonate in analogy to the 
procedure described in Example 50. Boiling point 
120°C/0.05 Torr. 
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■5-(p-Methylthio)phenyl-6-hydroxy-4(3H)-pyrimidinone 
was obtained from the previously obtained diethyl maicnate in 
analogy to the procedure described in Example 50. 

The previously described pyrirnidinone was converted with 
sodium methylate into the dialkoxy compound from which 4,6- 
dichloro-5-(p-methylthiojphenyl-pyrimidine was obtained by 
reaction with phosphorus oxychloride. 

N T -[6-Chloro-5-[p-(methylthio)phenyl[-4-pyrimidinyll-p 
if opropylbenzenesulphonamide. melting point 193-19;> 0 C, was 
obtained from the previously described 4,6-dichloro compound by 
reaction with p-isopropylbenzenesulphonamide potassium. 

Example 58 

In analogy to Example 50, from 230 mg of N-[6-chloro-5-(p- 
(methylthio)phenyl(-4-pyrimidinyl)-a.a,a-trifluoro-p-toluene- 
sulphonamide there were obtained 160 mg of N-(6-(2-hydroxy- 
eihoxy)-5-[p(mcthylthio)phenyl]-4-pyrimidinyl)-a,a.a-trifiuoro- 
p-toluenesulphonamide, melting point 266-26S c, C. 

The starting material was obtained from 4.6-dichlcro-5-p- 
(methy!thio)phenyI-pyrimidine and a,a,a-trif!uoro-p-toluene- 
sulphonamide potassium, melting point 250-252°C. 

Example 59 

300 mg of N T -[6-chloro-5-(p-meihoxybenzyl)-4- 
pyrimidinylj-p-meihoxybenzenesulphonamide were added to a 
sodium glycolate solution from 1 ml of dry ethylene glycol and 
46 n%~of- s*diurm~- The reaction " rmxi'ure- was' heated ai 125°C "for 
4 hours under an argon atmosphere. Thereafter, the ethylene 
glycol was distilled off under reduced pressure, the residue was 
partitioned between ethyl acetate and IN hydrochloric acid, the 
organic utwc wr.s washed neutral, dried and evaporated. The 
residue w^s ch<. Ttographed on silica gel with methylene 
chloride/ethyl nrr.aie (1:1 v/v). There were obtained 250 mg of 
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N-[6-(2-hydroxyethoxy)-5-(o-methoxybenzy!)-4-pyrimidinyi]-p- 
metho'xybenzenesulphonamide, melting point 161 -162°C. 

The starting material was prepared as follows: 

By Knoevenagel condensation of o-rr.eilioxybenzaldehyde 
with diethyl maionate there was obtained diethyl o-methoxy- 
benzylidenemalonate, boiling point 140 5 C/0.05 Torr. 

Hydrogenation of the previously obtained compound in 
ethanol in the presence of palladium/carbon yielded diethyl o- 
methoxybenzylmalonate, boiling point 115 C C/0.0I Torr. 

Reaction of diethyl o-methoxybenzylmalonate with 
fonnamidine hydrochloride yielded 5-(o-methoxybenzyl)-6- 
hydroxy-4(3H)-pyrimidinone from which, by reaction with 
phosphorus oxychloride, there was obtained 4,6-dichIoro-5-(o- 
methoxybenzyOpvrimidine, melting point 95-96°C. 

Reaction of 4,6-dichloro-5-(o-methoxybenzyi)-4-pyrimidine 
and p-methoxybenzenesulphonamide potassium yielded N-[6- 
chloro-5-(o-meihoxybenzyl)-4-pyrimidinyl]-p-methoxy- 
benzenes'jlphonamide. melting point 149-I51°C. 

Example 60 

In analogy to Example 59, from N-|6-chIoro-5-(o-chloro- 
benzy l)-4-pyrimidinyl |-p-toluenesulphonamide there was 
obtained N-[6-(2-hydroxyethoxy)-5-(o-chlorol;rnzyl)-4- 
pyrimidinyl)-p-toluenesulphonamide. 

The starling material was prepared aas follows: 

Diethyl maionate and o-cMorobenzyl chloride were 
converted into diethyl o-chlorcbenzylmalonate, boiling point 
1 15<>C/0.55 Torr. 
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Condensation 01 diethyl o-chlorobenzyimalonate with 
formamidine yielded 5-(o-chIorobenzyl)-6-hydroxy-4(3H)- 
pyrimidinone which, by reaction with phosphorus oxychloride, 
yielded 4,6-chioro-5-(c-ch!croDciizywpyrimidine, melting point 
i 10-1 12 C C. 

From 4,5-dichloro-5-(o-chlorobenzyI)pyrimidine and p- 
toluenesulphonamide potassium there was obtained N-[6-chloro- 
5-(o-ch!orobenzyI)-4-pyrimidinyl]-p-tolue^esulphonamide which 
was used as the crude product. 

E\ample 61 

In analogy to Example 59, from N-[6-chIoro-5-(o-methoxy- 
benzyI)-4-pyrimidinyI]-p-(methylthio)benzenesulphonamide 
there was obtained N T -[6-(2-hydroxyeihoxy)-5-(o-methoxy- 
benzyI)-4-pyrimidir>yl)-p-(methylthio)benzenesulphonamide, 
melting point 134-136°C. 

The startins material was prepared from 4,6-dichIoro-5-(o- 
methoxybenzyi)pyrimidine and (p-methylthio)benzene- 
sulphonamide potassium. Melting point 157-159°C. 

Example 62 

In analogy to Example 59, from N-|6-chloro-5-(o-methovy- 
benzyl )-4-pyrimidinyl]-a.a,a-trifluoro-p-toluenesulphonamide 
there was obtained N-(6-(2- hydroxyetho.xy)-3-(o-methoxy- 
benzyl)-4-pyr'midinyi]-a.a,c.-trifli:oi o-p- toluenes ulph on amide, 
melting point I33-134°C. 

The starting material was obtained from 4.6-dichloro-5-(o- 
methoxybenzyI)pyrimidine and p-trifluorc:nethylbenzene- 
sulphonamide potassium, melting point 163 C C. 
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Example 63 

In analogy to Example 59, from N T -(6-chloro-5-(o-methoxy- 
benzyl)-4-pyrimidinyli-?-isopropylbenzenesulphonamide there 
was obtained N-[6-(2-hydroxyeihoxy)-5-(o-methoxy benzyl) -4- 
pyrimidtnyl]-p-isopropyIbenzenesuIphonamide, melting point 
1 12-1 13°C. 

The sodium salt, melting . point 22j'C, was prepared using 
sodium me thy I ate in methanol. 

The staging material was prepared from 4,6-dichloro-5-(o- 
methoxybenzyOpyrimidine and isopropylbenzenesulphonamide 
potassium, melting point 138-139°C. 

Example 64 

In analogy to Example 59, from p-t-butyl-N-(6-chloro-5-(o- 
me thox ybc n zyl)-4-pyri mid inyl] be nzenesulphon amide there was 
obtained p-t- butyl -N-[6-(2-hyd roxyethoxy )-5 -(o -me thox y- 
benzyl)-4-pyrimidinyl jbenzenesulphonamide, melting point 1 3 S - 
140°C (from diisopropyl ether). 

The starting material was prepared from 4,6-dichIoro-5-(o- 
methoxybenzyl)pyrimidine and p-t-butylbenzenesulphonamide 
potassium, melting point 2I5-216 C C. 

Example 65 

In analogy to Example 59, from N-[6-chloro-5-(o-chloro- 

benzyl)-4-pyrimidinyl]-pMsopropylbenzenesulphonamide there 
was obtained N-!6-v2-hydroxyeihoxy)-5-(o-chlorobenzyl)-4- 
pyrimidinyl]-p-isopropyibenzenesulphonamide. 

The staning material was prepared from 4,6-dichloro-5-(o- 
chlorobenzyl)pyrimidine and p-isopropylbenzenesulphonamide 
potassium, melting point 166-167°C. 
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In analoey to Example 59, from N-[6-chloro-5-(o-(methyl- 
,hio)benzyl)-4-pyrimidir.y;i-p-«sopropylbenzenesu!phonam.de 
iherc was cbiatned N-[6-U-hydroxyethoxy)-5-(o-(methylth.o)- 
bsazyn-4-pyrimidinyll-p-isopropylbenzene-sulphonamide. 

The starting material was prepared as follows: 

By reacting thiosalicylic acid with dimethyl sulphate in the 
presence of tetrabutvlammonium bromide there was obtained 
me.hvl 2-(methvlthio)benzoate. melting point 64<>C. Reduct.on 
with 'lithium altuminium hydride in dry tetrahydrofuran ytelded 
2-(methvlthio)benzyl alcohol which was converted by reacuon 
with SOCt: into 2-(methylthio)benzyl chloride, boiling point 
90°C/0.3 Torr. Reaction of diethyl malonate with 2-(methyl- 
thio)benzyl chloride yielded diethyl 2-(methylthio)benzyl- 
malonate, boiling point 130=C/0.05 Torr. Condensation w,th 
tormamidine yielded 5-[o-(methylthio)benzyl]-6-hydroxy-4(3H)- 
pyrimidinone which was converted into 4.6-dichloro-5-[o- 
(methvlthio)benzyllpyrimidine. melting point 91°C. From 4.6- 
dichloro-5-(o-(methylthio)benzyl)pyrimidine and p-isopropyl- 
benzenesuiphonamide potassium there was finally obtained N-[6- 
chloro-5-(o-^methylthic)benzyl)-4-pyrimidinyll-p-isopropyl- 

benzenesulphonamide. meiting point 145-146°C. 

Example 67 

In analogy to Example 59. from N-.6-chloro-5-(o-chloro- 
benzyn-4.pyrimidinyl|-p-isobutylbenzenesulphonamide there 
was obtained N.[6-(2-hydroxyethoxy)-5-(o-chlorobenzyl)-4- 
pyrimidinyl]-p-isobutylbenzenesulphonamide. melting point 130- 
131 ; C. 

The starting material was prepared from 4.6-dichloro-5-(o- 
chlorobenzyDpyrimidine and p-isobutylbenzenesulphonamide 
potassium, melting point 147-149"C. 
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Example 69 

In analogy to Example 50. from N-[6-chloro-5-(o-chIoro- 
benzyl)-4-pyrimidinyl]-p-cyclohexylbenzenesulphonamide there 
5 was obtained N-[6-(2-hydroxyeihoxy)-5-(o-chiorobenzyl)-4- 
py ri mid iny M-p-cvcl one xylbenzenesulphon amide, melting point 
164-I65°C. 

The starting material was prepared from 4,6-dichioro-5-(o- 
10 chlorobenzyl)pyrimidine and p-cyclohexylbenzenesulphon- amide 
potassium, melting point 107-10S°C. 

Example 70 

15 In analogy to Example 59, from N-[6-chloro-5-(o-chloro- 

benzyl)-4-pyrimidinyl l-p-isopeniylbenzenesulphonamide there 
was obtained N-[6-(2-hydroxyethoxy)-5-(o-chlorobenzyI)-4- 
pyrimidinyl]-p-isopentylbenzenesulphonamide, melting point 
127-12S°C (from diisopropyl ether). 

:o 

The starting material was prepared from 4.6-dichloro-5-(o- 
ch!orobenzyl)pyrimidine and p-isopentylbenzenesulphonamide 
potassium, melting point 139-140°C. 

25 Example 7 1 

In analogy to Example 59, from N-[6-chIoro-5-(o-meihoxy- 
benzyl)-4-pyrimidinyl ] -p-( i so propyl thio) benzene sulph on amide 
there was obtained N-[6-(2-hydroxyethoxy)-5-(o-methoxy- 
yo benzyl)-4-pyrimidinyl)-p-(isopropyIthio)benzenesulphonarnide, 
melting point 127-12S C C (from diisopropyl ether). 

The starting material was prepared from 4,6-dichloro-5-(o- 
methoxybenzyi)pyrimidine end p-(isopropylthio)benzene- 
35 sulphonamide potassium. 
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Example 72 

In analogy to Example 1. from p-chloro-N-[6-ch!oro-5-(p- 
chlorophenyl ) -2 -methyl -4 -pyri mid inyl] benzenes uphonamide and 
5 ethylene glycol N T a there was obtained p-chloro-N-[5-(p-chloro- 
phenyl)-6-( 2 -hydroxyethoxy)-2-methyl-4-pyrimidinyl] benzene - 
sulphonamide, melting point 163-164°C (from ether). 

The starting material was prepared as follows: 

From diethyl p-chlorophenylmalonate, acetamidine 
hydrochloride and sodium methylate there was prepared 5-(p- 
chlorophenyl)-2-methyl-4.6(l H.5H)-pyrimidinedione. melting 
point >270 C C. and therefrom with POCI3 there was prepared 4.6- 
dichloro-5-(p-chlorophenyl)-2 -methyl pyri midine. melting point 
181-1S3°C (from methylene chloride and isopropyl ether). 

Reaction of this compound with p- 
chlorophenylsulphonamide yielded p-chloro-N-[6-chloro-5-(p- 
20 chioropheny l)-2 -me thy 1-4 -pyrimidiny I ) benzenes ulphonamide, 
melting point 196-197°C (from acetonitrile). 

Example 73 

In analogy to Example 1. from p-chlcro-N-[6-ch!oro-5-(p- 
nitrophenyl )-4-pyrimidinyl jbcnzenesulphonamide and p-chloro- 
phenyisulphonamide there was obtained p-chloro-N-[6-(2- 
hydrox ye thoxy)-5-(p-ni trophenyl)-4- pyrimidiny 1] benzene - 
sulphonamide. melting point 223-225 c C (from methylene chloride 
and isopropyl ether). 

The starting materia! was prepared as follows: 

3.5 g of diethyl p-niirophenylmalonate and 1.6 g of 
35 formamidine acetate were heated at 100°C for 3 hours. 

Thereafter, a further 3.2 c of formamidine acetate, 5 ml of abs. 
dimethylformamide and I ml of glacial acetic acid were added 
and the reaction mixture wu> heated at 110°C for 16 hours. After 
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evaporation of the solvent under reduced pressure, the residue 
was. triturated with e:her, filtered off under suction and taken up 
in a IN NaOH solution. The solution was treated with some 
charcoal, filtered and adjusted to pH = 4.5 with glacial acetic acid. 
The precipitate was dried at 80°C under reduced pressure and 
thereafter taken up in 20 ml of POCI3 and 1 ml of 
uimethylaniline and boiled at reflux while stirring. After 
evaporation of the solvent under reduced pressure the residue 
was taken up in ethyl acetate, the organic solution was washed 
with cold water, dr. r J and evaporated. The residue was 
chromatographed or. silica gel with cyclohexane-ether 9:1 and 
yielded 4,6-dichlcrD-5-(p-niirophenyl)pyrimidine, melting point 
159-16!°C (from isopropyl ether). 

Reaction of this compound with p- 
chiorophenylsulphon amide yielded p-chloro-N-[6-chloro-5-( p- 
nitrophenyl)-4-pyrimidinyl|- benzenesulphonamide, melting point 
282-285°C (from acetonitriie). 

Example 74 

200 mg m p-chloro-N-16-(2-hydroxyethoxy)-5-(p- 
nitrophenyl)-4 . rimidinyl ]benzenesulphonamide in 15 ml of 
glacial acetic ac:-J and 2 ml of 4N HC1 in dioxan were hydrogen- 
ated over 50 me of palladium-carbon (109c) at room temperature 
and normal pressure. After filtering off the catalyst under suction 
the solution was evaporated under reduced pressure, the residue 
was dissolved in 30 rr.i of methanol and the solution was treated 
with 1ml of dioxan-HCl. After 16 hours the solution was 
evaporated under reduced pressure and the residue was 
recrystallized from methanol and acetonitrile. There was obtained 
N-l5-(p-aminophenyM-6-(2-hydroxyethoxy)-4-pyrimidinyl]-p- 
chlorobenzenesu!phonarr : ide hydrochloride, melting point 206 3 C 
(with decomposition). 
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Example 75 

In analogy to Example K from p-chloro-N-[5-(4- 
biphenyiyl)-6-chloro-4-pyrimidinyl]benzenesulphonamide and 
5 ethylene glycol Na there was obtained N-[5-(4-biphenylyl)-6-(2- 
hydroxyethoxy)-4-pyri mid: nyi ] -p-ch lorobenzenesul ph on amide, 
melting point 213-214°C (from ethyl acetate). 

The starting mate r ial was prepared as follows: 

10 

From diethyl 4-bipheny!rr.aionate, formamidine acetate and 
sodium methyiate there was obtained 5-(4-bipheny!yl)- 
4,6(1 H,5H)-pyrimidinedione, melting point >280 C C, and therefrom 
with POCI3 there was obtained 5-(4-biphenylyl)-4,6-dichloro- 
15 pyrimidine. melting point 1-4 : C (from methylene chloride and n- 
hexane). 

Reaction of this compound with p-chlorophenylsulphonamide 
yielded p-chloro-N-[5-(4-biphenylyl)-6-chloro-4-pyrimidinyl]- 
20 benzenesulphonamice. meiting point 234-235 c C (from 
acetonitrile). 

Example 76 

25 In analogy to Example 1, from p-chloro-N-(6-chloro-5- 

(a.a,a-trifluoro-p-tolyl)-4-pyrirr.idinyl]benzenesulphonamide and 
ethylene glycol Na there was obtained p-chloro-N-[(6-hydroxy- 
ethoxy)-5-(a.a.a-trifluoro-p-:3lyl)-4-pyrimidiny!]ben2ene- 
sulphonamide, melting poir.: 171-1 74*C (from acetone and 

30 tsopropyi ether). 

The starting materia! was prepared as follows: 

From a.a.a-trifluoroo-tolyl malonate and formamidine 
35 acetate there was obtained 5-cr.a.cx-trifluoro-p-tolyl)- 

4,6(1H,5H)-pyrimidinedione. melting point >280 ; C, and therefrom 
with POCI3 there was obtained 4,5-c'ichloro-5-(a f a,a-p-tolyi)- 
pyrimidine. melting point 94-95-C (from n-hexane). 
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Reaction of this compound with p-chlorophenylsulphonamide 
yielded p-chloro-N-(6-chloro-5-(a,a,a-trifluoro-p-tolyl)-4- 
pyrimidinyl]benzenesulphonamide, melting point 262-264 = C (from 
5 acetonitrile). 

E xample 77 

In analogy to Example 27, from N-[5-[p-(benzyloxy)phenyl]- 
10 6-(2-hydroxyethoxy)-4-pyrimidinyl]-p-chlorobenzenesuphon- 
amide there was obtained p-chloro-N-[5-(p-hydroxy-pher.yl)-6- 
(2-hydroxyethoxy)-4-pyrimidinyl]benzenesulphonamide, melting 
point 207-209 c C (from acetonitrile and isopropyl ether). 

15 Example 78 

In analogy to Example 1. from N-[5-[p-(benzyloxy)pnenyl]-6- 
chloro-4-pyrimidinyl]-p-chlorobenzenesulphonamide and ethylene 
glycol Na there was obtained N-[5-[p-(benzyloxy)phenyij-S-(2- 
20 hydroxyethoxy)-4-pyrimidinyl)-p-chlorobenzenesulphonamicie, 
melting point 160-161 C C (from ether). 

The starting material was prepared as follows: 

25 From diethyl [p-(benzyloxy)phenyl]mafonate and form- 

amidine acetate there was obtained 5-[p-(benzyloxy)phenyl]- 
4,6(1 H,5H)-dione. >280 S C. and therefrom with POCI 3 there was 
obtained 5-[p-(benzyloxy)phenyl]-4.6-dich!oropyrimidine. melting 
point 115-116-C (from methylene chloride and isopropyl ether). 

50 Reaction of this compound with p-chlorophenylsulphonamide 
yielded N-[5-[p-(benzyloxy)phenyi]-6-chloro-4-pyrimidinyl]-p- 
chlorobenzenesulphonamide, melting point 234-236°C (from ethyl 
acetate). 

35 Example 79 

In analogy to Example 1, from N-(6-chloro-4-(ot,a.a- 
trifluoro-p-tolyl)-4-pyrimidinyl]-a,a.a-trifluoro*p-toluene- 
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sulfonamide and ethylene glycol Na there was obtained N-[6-(2- 
.hydroxyethoxy)-5.(a.a,a-trifluoro-p-.olyl)-4-pyri mi dinyl]. 
o.a.a-tnfluoro-p-toluenesulphonamide, melting point 165-166°C 
(from methylene chloride and isopropyl ether). 

5 

The starting material was prepared from 4.6-dichloro-5- 
a.u.a-p-tolyl)-pyrimidine and a.a.a-trifluoro-p-tolylsulphon- 
amide. melting point >27CT- (from acetonitrile). 

10 Examnlp fin 

In analogy to Example 1, from p-chloro-N-[6-chloro-5-(2- 
naphth y lmethyl)-4. P yrimidinyijbenzehesulphonamide and ethylene 
glycol Na there was obtained p-chloro-N-[6-(2-h y droxyethoxy). 5 - 
'5 (2-naphthylme;? : yl)-4-pyrimidiny!]benzenesulphonamide meltinq 
■ point 161 e C (from acetonitrile and isoprcpyl ether). 

The starting material was prepared as follows: 

20 From diethyl (2-naph:hy.rne:hyl)malona.e and formamidine 

achate there was obtained 5-(2-naphthylmethyl)-4 6(1 H 5H)- 
pynm.d.nedione. melting point > 2 70"C. and therefrom with POCI 3 
there was obtained 4.6-d:chloro-5-(2-naphthylmethyl). 
pynm.d.ne. melting point 151-162=C (from methylene chloride 

2^ and isopropyl ether). 

vi e . d ^ eaC,i °M ° f th ' S C °"' np0und With P-cWorophenylsulphonamide 
yielded P-chlorc-N-i"e.chlo;o-5-{2-naphthyi me thyl)-4- 

» z^;i:~ phoMe - me,t,ng point i97 - i " cc 



Examnlp 31 



is C hi 0 Jl an I 10 EX3TP '' 9 1 " ' VOm N -( 5 -(P-^omophenyl).6- 
35 chtoro.4.pyr, mi d,nyl].p.isoprcpy.banzen.,„|phon.mide and 

t hvdro "J !h6fe ° &tain£d N ^-(P-bromopheny,)-S- 

(2-hyarox y ethoxy).4.py f : micinyl) . p . isoproDy . ben2ene _ 
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sulphonamlde, mailing point 207-208 s C (from aceionitnle and 
isopropyl' ether). 

The starting materia! was prepared from 5-(p-bromo- 
phenyl)-4,6-dichloropyrimidine and p-isopropylbenzene- 
sulphonamide, melting point 271-273'C (from acetonitrile). 

example 82 

In analogy to Example 1, from N-[6-chloro-5-(p-chloro- 
phenyl)-4-pyrimidinyl]-p-isopropylbenzenesulphcnamide and 
ethylene glycol Na there was obtained N-[5-(p-chtorophenyi)-6- 
(2-hydroxyethoxy)-4-pyrimidinyl]-p-isopropylbenzenesulphon- 
amide, melting point 162-164 C C (from acetonitrile and isopropyl 
ether). 

The starting material was prepared frcm 4,6-dichloro-5- 
(p-chlorophenyl)pyrimidine and p-isopropyibenzenesulphonamide, 
melting point 2S6-268 C C (from acetonitrile). 

Example 83 

In analogy to Example 1, from N-(6-chloro-5-p-toly!-4- 
pyrimidinyl)-p-iscprcpylbenzenesulphonamide and ethylene glycol 
Na there was obtained N-"[6-hydroxyethoxy)-5-p-tolyl-4- 
pyrimidinyl]-p-isopropylbenzenesulphonamide, melting point 
142-144 C C (from isopropyl ether). 

With sodium methylate there was obtained therefrom the Na 
salt, amorphous substance. 

The starting material. N-(6-ch!oro-5-p-tolyl-4- 
pyrimidinyl)-p-iscp:opylbenzenesulphonamide, melting point 
211-213°C (from acetonitrile). was prepared from 4,6-dichloro- 
5-p-toiylpyrimidine and p-isopropylbenzenesulphonamide. 
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Example P4 

In analogy to Example i jm p-iert-butyl-N-(6-chloro-5- 
p-tolyl-4-pyrimidinyl)benzenesu!p l onamide and ethylene glycol 
5 Na there was obtained p -T.rvbutyl-N-[6-(2-hydroxyethoxyK,-p- 
tolyl-4-pyrimidinyl]benz9nesu*.^i.c namide, melting point 1 60- 
170°C (from isopropyl ether) anu therefrom with sodium 
methylate there was obtained the amorphous Na S3!t. 

io The starting material was prepared from 4,6-dichloro-5-p- 

tolylpyrimidine and p-tert-buty!benzenesuiphonamide, melting 
point 222-224-C (from acetonttrile). 

Example 35 

15 

In analogy to Eyample 1. from N-(6-chloro-5-p-tolyl-4- 
pyrimidinyl)-p-(2-methoxyethoxy)benzenesulphonarn;de and 
ethylene glycol Na there was obtained N-[6-(2-hydroxyethoxy)-5- 
p-tolyl-4-pyrimidinyl]-p-(2-methoxyethoxy)benzenesulphon* 
20 amide, melting point 155-153'C (from isoprcpyl ether). 

The starting material was prepared from 4,6-dichloro-5-p- 
tolylpyrimidine and p-(2-methoxyethoxy)benzenesulphonamide, 
melting point 172-173 J C (from methylene chloride and isopropyl 
25 ether). 

Exgmole gg 

in analogy to Example 1. from N-(6-ch!oro-5-p-tolyl-4- 
30 pyrimidinyl)-p-(trifiuoro me thoxy) ben zenesulpho namide and 

ethylene glycol Na there was obtained N-[6-(2-hydroxyethoxy)-5- 
p*tolyl-4-pyrimidinyl]-p-(trifluoromethoxy)benzenesulphon- 
amide, melting point 147-1 48 : C (from isopropyl ether). 

35 The starting material was prepared from 4.6-dichloro-5-p- 

tolylpyrimidine and p-{trif!'joromethoxy)benzenesu!phonamide, 
melting point 205-206 ? C (from acetoniirile and isopropyl ether). 
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Example 87 

In analogy to Example 1, from p-butyl-N-(6-ch!oro-5-p- 
toIyl-4-pyrir7.iciny!)benzenesulphonamide and ethylene glycol Na 
5 there was obtained p-butyi-N-[6-(2-hydroxyethoxy)-5-p-iolyl-4- 
oyrimidinyljbenzenesulphonamide, melting point 136-137°C (from 
isopropyl ether). 

The starting material was prepared from 4,6-dichlorc-5-p- 
io tolylpyrimicine and p-butylbenzenesulphonamide, melting point 
168-169 C C (from acetonitrile and isopropyl ether). 

Example S3 

15 In analogy to Example 1, from N-(6-chloro-5-p-tolyl-4- 

pyrimidinyl)-2-naphtha.lenesulphonamide and ethylene glycol Na 
there was obtained N-[6-(2-hydroxyethoxy)-5-p-toiyl-4- 
pyrimidinyl|-2-naphthalenesulphonamide, melting point 161- 
162 C C (from acetone and isopropyl ether). 

20 

The starting material was prepared from 4,6-dichloro-5-p- 
tolylpyrimicine and 2-naphthalenesulphonamide, melting point 
198-202°C (from acetonitrile). 

25 Example 89 

In analogy to Example 1. from N-(6-chloro-5-p-to!yl-4- 
pyrimidinyi)-p-toiuer,esuiphonamide und ethylene glycol Na there 
was obtained N-[6-(2-hydroxyemoxy)-5-p-tolyl-4-pyrimidinyl]- 
50 p-toluenesuipr.cnamide, meMing point 169-170°C (from acetone 
and isopropyl e:he r ). 

The starting material was prepared from 4,6-dich!oro-5-p- 
tolylpyrimic'-.ne and p-toluenesulphonamide, melting point 213- 
35 2 1 4°C (from acetonitrile and isopropyl elher). 
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,„ arjlooy to Exan-.ole 1. N-(6-chtoro-S-p-tolyl"l- 
pytira l;, ^e-.M.'.oro.p.o.— P^a.ide , and ^ 
. ™i Ma there was obtained N-[6-(2-hydroxyethoxy)-5-p-tolyl 

* y ^T«^^ r e,t,n9 

point 162-163'C (from acetonitriie and isopropyl ether). 

The starting material was prepared from 4,6-dichloro-5-p- 
toly , py rimidL and a.a.a-trifiucro.p-toluenesulphonam.de. 
melting point 231-233=C (from acetonitnle). 

Pvarr.nle 91 

• in analogy to Example 1. from N-(6-chloro-5-p-tolyl-4- 
.pyrimily^obenzenesulphonamide and ^^6(2 
there were obtained, after chromatography. p.lluoro-N-16- 2 
hy doxyethoxy).5- P -to,y.-4- P yr;midin y ,]benzenesu.phona- 

melting point 167-168'C (from acetone and ^propyl ether), and 

pyrimidinyijbenzenes.iphonarr.ice. melt.ng po.nl 17.-176 C (from 

acetone and isopropyl ether). 

Tho «tart;n- material was prepared from 4,6-dichloro-5-p- 

- ™ fi.tr n^r^anesulDhonamide. melting point 

; tolylpynmidine ano . -tiug roei.z-nebuiynu 

207-208 c C (from acetonitnle and isopropyl ether). 

Fx;=Hnoie 9 2 

,„ ana.cgy to Example 1. from N.(6-ch.oro-5.p.toly|.4. 
pyrimidinyli-p-propylbenzenesUphonamide and ethylene glycol Na 
. there was obtained N.[6-(2-hydroxyethoxy)-5-p-to1yl-4- 

pyrrmidinyl].p.propyiDenzenesu«?honamide. melting pomt 152- 
153°C (from iscprcpy! ether) 

' 5 The starting mater.al was prepared from 4.6-dichloro-5-p- 

tolylpyrimiaine and p-prcp/lbenzenesulphonamide. melting po.nt 

171-172 5 C (from acetonitrile). 
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Fxamole 93 

' in analogy to E.ample 1, from N-(6-chloro-5-p-tolyl-4- 
pyrimidinyl)-o-propyloenzenesulphonamic!9 and ethylene glycol Na 
there was obtained N-[6-(2-hydroxyethoxy)-5-p-tolyl-4- 
pyrimidinyll-o-propylbenzenesulpho-amide. melting pomt 
195-196°C (from methylene chloride and isopropyl ether). 

The starting material was prepared from 4,6-dichloro-5-p- 
tolylpyrimidine and o-propylbenzenesulphonamide. melting pomt 
150-151°C (from isopropyl ether). 

Example 94 

In analogy to Example 1, from N-(6-chloro-5-p-tolyl-4- 
pyrimidinyl)-o-ethylbenzenesulphonam de and ethylene glycol Na 
there was obtained p-ethy|.N-f.6-(2^vdroxy«thoxy)-5-p-tolyl-4- 
pyrimidinyljbenzenesulphonamide, melting point 138-133°C (from 
methylene chloride and isopropyl ether). 

The starting material was prepared from 4.6-dichloro-5-p- 
tolylpyrimidine and p-ethylbenzenesulphonamide. melting point 
1 80-181 °C (from acetonitrile). 

Pxamole 95 

In analocy -:o Example 1. from N-(6-chloro-5-p-tolyl-4- 
pyrimidinyl)-o-etnyl=enzenesulphonamide and ethylene glycol Na 
there was obtained o-ethyl-N-[6-(2-hydroxyethoxy)-5-p-tolyl-4- 
pyrimidinyl]benzenesuiphonamide. melting point 136-138-C (from 
acetone and isopropyl ether). 

The startino material was prepared from 4.6-dichloro-5-p- 
tolylpyrimidine and c-ethylbenzenesulphonamide. melting pomt 
159-160°C (from acetonitrile and isopropyl ether). 
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In analogy to Example 1, from N-(6-chioro-5-p-tolyl-4- 
pyrimidinylj-p-cyclopentyibenzenesulphonamide and ethylene 
? glycol Na there was obtained p-cyclopentyl-N-[6-(2-hydroxy- 
ethoxy)-5-p-toiyI]benzenes : J:phonamide, melting point 1 79- 181 °C 
(from acetone and isopropyi ether). 

The starting materia! was prepared from 4,6-dichloro-5-p- 
u» tolyipyrimidir.e and p-cyclcpentylbenzenesulphonamide, melting 
point 192-154 ; C (from acetonitrile and isopropyi ether). 

Example 97 

15 In analogy to Example 1, from N-(6-cnloro-5-p-tolyl-4- 

pyrimidinyI)-a.a.a-trifluoro-o-toluenesulphonamide and ethylene 
glycol Na there was obtained a,a,a-triflucro-N-[6-(2-hydroxy- 
ethoxy)-5-p-tolyl-4-pyrim!dinyl]-o-toluenesulphonamide, 
melting point 166-167 C C. (from methylene chloride and isopropyi 

:o ether). 

The starting materia; was prepared from 4,6-dichloro-5-p- 
tolyipyrimidine and a.a.a-trifiuoro-o-toluenesulphonamide, 
melting point 129-131 C C (from methylene chloride and isopropyi 
25 ether). 

Example 98 

In analogy to Example 1, from N-(6-ch!oro-5-p-tolyl-4- 
>j pyrimidinyl)-o-io!uenesu;phcnamide and ethylene glycol Na there 
was obtained N-[6-(2-h>droxyethoxy)-5-p-toiyl-4-pyrimiriinyl]- 
o-toluenesulphonamide, meeting point 149-1 50 r C (from ethyl 
acetate and isopropyi ether). 

.*? The starting materia: was prepared from 4,6-dichloro-5-p- 

tolylpyrimidine and o-tcluer.esuiphonamide, melting point 198- 
199 C C (from acetonitrile). 
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Examolp 99 

In analogy to Example 1; from N-(6-chloro-5.p-tol y l-4- 
pyr,m,dm y i)-2.4.xylenesulphonamide and ethylene glycol Na 
5 there was obtained N-[6-(2-hydroxyethoxy)-5-p-tolyl-4- 

pyr,m.dinyl]-2.4-xylenesulphonamide, melting point 158-159=C 
(from isopropyl ether). 

The starting material was prepared from 4.6-dichloro-5- D - 
10 tolylpyrimidine ana 2,4-xylenesulphonamide, melting point 233X 
(from acetonitrile and isopropyl ether). 

Example in n 

15 In analogy to Example 1. from p-chloro-N-[6-chloro-5-(1- 

naphthylmethyl)-4-pyrimidinylJbenzenesulphonamide and ethylene 
glycol Na there was obtained P-chloro-N-[6-(2-hydroxyethoxy)-5. 
(1-naphthylmeth yl )-4-pyrimidinyljben 2 enesulphonamide, melting 
point 204-205'C (from acetonitrile and isopropyl ether). 

The starting material was prepared as follows: 

From diethyl 1 -naphthylmalonate and formamidine acetate 
there was obtained 5-(1-naphthylmethyl)-4,6(1 H,5H)- 
pyrimidinedione, melting point >270°C, and therefrom after 
drying under reduced pressure at 80«C. by reaction with POCI3 
there was obtained 4.6-dichloro-5-(1 -naphthylmethyl)- 
pynm.dine, melting point 111-112=0 (from methylene chloride 
and isopropyl ether). 

Reaction of this compound with p-chiorophenylsulphonam,Je 
yielded P-chloro-N-[6-chloro-5-(1-naphthylmethyl)-4- 
pyrimidinyljbenzer.es-j.iphonamide. melting point 202-203°C (from 
acetonitrile). 



20 



35 



59 



Example mi 



In analogy to Example 1, from N-[6-chloro-5-(p-isopropyl- 
phenyl)-4-pyrimidinyl]-p-iscpropylbenzenesiilphor amide and 
5 ethylene glycol Na there was obtained N-6-(2-hydroxyethoxy)-5- 

(p-isopropylphenyl)-4-pyrimid. : nyl]-p-isopropylbenzenesulphon- 
amide, melting point 142-*44 C C (from isopropyl ether). 

The starting material was prepared as follows: 



From diethyl (p-isoprcpyiphenyl)malonate and formamidine 
acetate there was obtained 5-{p-isopropylphenyl)-4,6(1H f 5H)- 
pyrimidinedtone, melting point >290 ; C, and therefrom by reaction 
with POCI 3 there was obtained 4,6-dichloro-5-(p-isopropyl- 
15 phenyl)pyrimidine. melting point 69-70 = C (from n-hexane). 

Reaction of this compound with p-isopropylbenzenesu!phonamide 
yielded N-[6-chloro-5-(p-isopropylphenyl)-4-pyrimidinyl]-p- 
isopropylbenzenesulphonam.ce, melting point 198-199°C (from 
acetonitrile and isopropyl ether). 



In analogy to Example 1, from N-[6-chloro-5-(p-isopropyl- 
phenyl)-4-pyrimidinyl]-p-cyc. f opsntylbenzene*suiphonamide and 
25 ethylene glycol Na there was obtained p-cyclopentyl-N-[6-(2- 

hydroxyethoxy)-5-(p-isoprcpylphenyl)-4-pyrimidinyl]benzene- 
sulphonamide, melting point 132 ; C (decomposition) (from 
acetone-isopropyl ether). 

w The starting material was prepared from, 4,S-dichloro-5- 

(p-isopropylphenyl)pyrimicine and p-cyclopentylbenzenesulphon- 
amide, melting point 183-1S9 ? C (from methylene chloride and 
isoprcpyl ether). 



By heawng of p-!-b-jiyl-N-[6-chIoro-5-(o-meihoxybcnzyl)- 
■pyrimidinyljbeiizenesulphor.amici and pyridine-2-carboxyIic 
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K.d,n methylene chloride in the pr e Sence of dicyclohexyl- 
carbod-rnide t here is obtained 4-, butyl . N . (6 . ( ^ J^-v,. 
c rbo„ yI ox y ,e«hoxyj.5.(2. m e,hoxybenz y , )p yrimi d „" y ' ' 
benzenesulphonamide. 

In analogous manner there can be obtained 

4 - t ; bu '.vl-.\-[6-f2.(p y ridin-3. y lcarbon y loxy)etho xy )o.( 7 . 
methoxybenzyDpyrimidin^-yllbenzenesu.phonamide- 

4 - t ; but >l-N-[6-|2.(pyridin-4-ylcarbonyloxy)ethox y ]-5.(o. 
me t hoxybenzyl, P: , ri midin.4-y, )b enzenesulphonamide- 

ethoxv;?.?' 1 " N ; (6 ' l2 ' ((3 ' me,hylisoxazoi - 5 ->' , ^ arb °"y'-y 

^^^e.hoxy^ 

4 - , -buiyi.N..;..:..f uran . J . y , carbony| 

me.hoxybenzyl) P yrimidin.4-y||ben 2 enesulphonamide^ 
• 4 - t - bu, >' 1 - N '-[6-|2-(furan.3-ylcarbonvloxy)ethox' y ]-5.(^ 
methoxy be nzyl)pyrimidin.4-y||benzenes U |phonamide- 

4 - t - b «'yl-N-f6.i2.(.hio P hen.2.ylc a rbonyl)ethoxy]-5.(-. 
me.hoxybenzyl)pyrimidin-4.y||benzenes U lphonanide- 

4 -'- b "'>l-N-(6-|2.(thiophen.3-yl C arbonyl)ethoxyJ.5.(^ 
methoxybenzyDpyrimidin^-yllbenzenesulphonamide 

Example A 

Tabiers containing ihc following ingredients can be produced 
in a convenr.onal manner: 

Ingredient 

Per tablet 

Compound of formula I inn tnexn 

Lactose 100 " 1000 ^ 

n ■ 125.0 mg 

Corn starch _, r rt 6 

Talc 75 0 m S 

Magnesium stearate . n 

1.0 mg 
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Example B 

Capsules containing the following ingredients can be 
produced in a conventional manner: 

Ingredients Per 'ablet 

Compound of formula I 25:C mg 

Lactose 150.0 mg 

Corn starch 20.0 mg 

Talc 5.0 m ^ 

Example C 

Injection solutions can have the following composition: 

Compound of formula I 3.0 mg 

Gelatine 150.0 mg 

Phenol 4 7 m S 

Water for injection solutions ad 1.0 mg 

Example D 

500 mg of compound of formula I ire suspended : n 3.5 ml 
of Myglyol S 1 2 and 0.0S g of benzyl alcohol. This suspension is 
filled into a container having a dosage valve. 5.0 e of Freon 12 
are filled into the container through the' valve. The Freon is 
dissolved in the Myglyol-benzyl alcohol mixture by shaking. This 
spray container contains about 1 00 single doses which can be 
administered individually. 
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Claims 

i. The use of compounds of the formula 




R4 



wherein 

R 1 signifies hydrogen, lower-alkyl, lower-alkoxy, lower- 

alkvlthio. halogen or irifluoromethyl; 

R 2 signifies hydrogen, halogen, lower-alkoxy, hydroxy- 

lower-alkoxy or trifluoromeihyl; and 

R 3 signifies hydrogen, hydroxy, halogen, alkylthio. 

cycloalkyi. hydroxy-lower-alkyl, hydroxy-lower- 
alkoxy. hydroximino-lower-alkyl. lower-alkenyl, oxo- 
lower-aikyl. irifluoromethyl. trifluormethoxy. lower- 
alkoxy. lower-alkoxy-lower-alkoxy or aryl-iower- 
alkoxy; or 

R 2 and R 3 together signify butadienyl; 

R 4 signifies hydrogen, lower-alkyl. aryl or heteroaryl; 

R 5 signifies hydrogen, lower-alkanoyl. benzoyl, hetero- 

cyclyl-carbonyl or tetrahydropyran-2-yl; 
R 6 signifies a residue of the formula 
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R 7 signifies hydrogen, lower-alkoxy or nitro; and 

R 8 signifies hydrogen, halogen, lower-alkyl, lower-alkoxy, 

lower-alkyhhio, nitro, hydroxy, amino or 

trifluorcme:hyl; or 
R 7 and R 8 together signify butadienyl; 



6 3 
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R 9 signifies hydrogen. halogen, lower-alkyl. lower-alkoxy, 

lower-alkylthio or trinucromethyl; 
Rio signif.es hydrogen, halogen, lower-alkyi, lower-alkoxy 

or lower-alkylthio; 
X and Y each independently signify 0. S or NH: and 
n sianifies 2, 3 or 4; 

and salts thereof as active ingredients for the manufacture of 
medicaments for the treatment of circulatory disorders, especially 
hypertension, ischemia, vasospasms and angina pectoris. 



Compounds cf the fornuia 




wherein 

Ri signifies hydrogen, lcwer-alkyl, lower-alkoxy. lower- 

alkylihio. halogen or triflucromethyl; 

R2 signifies hydrogen, halogen, lower-alkoxy. hydroxy - 
lower-alkcxy or triflucrorr. ethyl; and 

R3 signifies hydrogen, hydroxy, halogen, alkylihio. 

cycioalkyl. bydroxy-lower-alkyi, hydroxy-lower- 
alkoxy, hydroxirnir.o-icwcr-alkyl. lower-alker.yi, oxo- 
lower-aikyl. crirluarorr.sihyi. tirlucrmethoxy, lower- 
alkoxy, lower-alkoxy-Iower-alkoxy or axyl-lcwcr- 
alkoxy; or 

R- and R 3 together signify butadisr.y!; 

R-* signifies hydrogen, lower-aiky!, aryl ct heiercaryi: 
R5 signif.es hydrogen, lower-ilkanoyl, benzoyl, he:e:o- 

cyciyi-carbonyl or ;e:rahydrc?yraa-2-yl; 
R6 signifies a residue of the formula 
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R n signifies halogen, lowcr-aikcxy, lower-alkylthio or 
irifiuoromethyl; R*2 signiil-i hydrogen or lower-ilkoxy; 

R 1 ? signifies hydrogen. !cwcr-alkoxy or nitro: Ri- signifies 

hydrogen, haicger., lower-alkyl; lower-alkoxy, !ower-alkyhh:o or 

nitro or R i3 and Ri- ;oge:he: signify bur.2cier.vl-- 

* / 

X ar.d Y each independently signify 0, S cr NH; and 
n signifies 2, 3 or 4 . 

5 3. Compounds in da in 2 

wherein R 6 represents a residue of the formula 




1 5 1 - i ^ 

R -R ,R , R~~, X ar. z i and n have the sicr.ificar.ee giver, 
in dairn 2 . 

4. Compounds as in clai.-?. 3 in which R 4 
5 is hydrogen, lower-alkyl or aryl and the remaining symbols have 

the significance given in claim 2 . 

5. The compounds 

0 N- [5 -(2.6-di me thcxy be nzyl)-6-(3 -hydroxy propyl )-4 - 

pyrimidinylj-p-vinylbenzenesulphonamide, 

a,a,a-trifluoro-N-[6-(2-hydroxyethoxy)-6-[o- 
(trifluoromethyl)benzyl]pyrimidinyl]-p-toluenesulphonamide. 

N-[6-(2-hydroxye:hoxy)-5-[o-urifIuoromethynben2yl] 
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pyrimidinyi]-p-methoxybenzenesulphonarnide, 

p-c hloro-N T -[6-(2- hydroxy a thoxy)-5-[o-( trifluorome thy 1)- 
benzyl] -4-pyrimidinyl] benzenes ulphonamide, 

N-[6-(2-hydroxyethoxy)-5-(o-methoxybenzy l)-4- 
pyrirnidinyl]-p-vinyIbenzenesuiphonamide f 

N-[6-(2-hydroxyethoxy)o-[o-(trifIuoroinethyl)benzyl]-4- 
pyrimidinyl]-p-(methylthio)benzenesuIphonamide, 

N-{5-(2,4-dimethoxybenzyl)-6-(2-hydroxyethoxy)-4- 
py rimidiny I] -p-isopropylbenzenes ulphonamide, 

rac-N-[5-(o-methoxybenzyl)-6-[2-[(tetrahydro-2H-pyran-2- 
yl)oxy]ethoxy]-4-pyrimidinyi]-p-vinylbenzenesulphonamide, 

rac-p-([5-(o-methoxybenzyi)-6-[2-[(teirahydro-2H-pyran- 
2-yl)oxy]ethoxy ] -4-pyrimidinyl] su!phamoyl]benzaldehyde, 

p-[(RS)-l-hydroxyeihyl]-N-[5-(-meihoxybenzyl)-6-{2-[[(RS)- 
tetrahydro-2H-pyran-2-yl]oxy ]e:hoxy]-4-pyrin;idinyl]- 
benzenesulphonamide, 

rac-a-hydroxy-N-[5-(o-me:hoxybenzyl)-6-[2-[(tetrahydro- 
2H-pyran-2-yl)oxy]ethoxy i -4-pyrimidinyl] -p-toluene - 
sulphonamide, 

rac-a-((>E/Z)-hydroxyin-iino-N-[5-(o-methoxybenzyl)-6-!2- 
[(tetrahydro-2H-pyran -2-y I )oxy jethoxy] -4-pyrimidinyl ]-p- 
toluenesulphonamide, 

rac-N-6-(2-hydroxyethoxy }-5-(o- met hoxy benzyl )-p-( 1 - 
hydroxyethyI)bcnzenesuIphonamide. 

a-[(E/2)-hydroxyimino]-N-{&-(2-hydroxyethoxy)-5-(o- 
methoxybenzyi)-4-pyrimid:nyI]-p-toIuenesulphonamide. 

p-[{6-(2-hydroxyethoxy)-5-(o-methoxybenzyrt--- 
pyrimidin yl]sulphamoyl]benzald; '■ 'de, 

2-[[5-(o-me:hoxybenzyn-6-[(p vinyl pheny ! )su ! phamoyl 1-4- 
pyrimidinyi]oxy]ethyl acetate, 

N-[6-(2- hydroxys thoxy V5 -i. o - me thoxy benzyl )-4- 
pyrimidinyl]-p-methoxy benzenes ulphonamide. 

N-[6-(2-hydroxyethoxy )-f - v o-chlorobenzyl) -4-pyrimidinyl | - 
p-toluenesulphonamide, 

N-{6-^2-hydroxyethoxy,i-i o-. met hoxy benzyl 
pyrimidinyl] - p-methy 1 [hiobenzer.esulphonamide, 

N-[6-(2-hydroxye:ho\y i-f o - me th ox y benzyl i-4- 
pyrimidinyi]-a,a.a-trir"luoro-p-tc: jer:esulphonamide. 
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N-[6-(2-hydroxyethoxyi-5-(o-methoxybenzyI).4- 
pyrimidinyll-p-isopropylbenzencsulphoiiamide. 

^t-butyi-N-[6-(2-hydroxyethoxy)-5-(o-methoxybenz;.i)^- 
pyrimid iny I] benzenes ulphonamide, 

N-[6-(2-hydroxyethoxy)-5-(o-chIorobenzyl)-4-pyrimidinyl]- 
p-isopropy I benzenes ulphonamide, 

N-[6-(2-hydroxyethoxy)-5-(o-methylthiobenzyl)-4- 
pyrimidinyll-p-isopropylbenzenesulphonamide. 

N-[6H2-hydroxyethoxy)-5-(o-chIorobenz,:)-4-ryrimidinyi]- 
p-isobutyl benzenes ulphonamide, 

N-[6-(2-hydroxyethoxy)-5-(o-chlorobenzyi)-4.pyrimid:nyij- 
p-cyclohexylbenzenesulphonamide, 

N-[6-(2-hydroxyethoxy)-5-(o.chlorobeazyl).4-pyrimiainyii- 
p-isopentyibenzenes ulphonamide, 

N-[6-(2-hydroxyeihoxy)-5-(o-methoxybenzyI)-4- 
pynmidinyIJ-p-isopropyUhiobenzenesuIphonamide. 



6. Compounds as in clai- 2 
represents a residue of the formula 



wherein R 6 




(Q) 



R 



and n have the significance eiven in claim 1. 
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8. The compounds 

N-[5-(p-chlorophenyl)-6-(2-hydroxyeihoxy)-4- 
pyrimidinyl]-a,a.o-trinuoro-p-iolue:.esulpnonamide, 
5 N-[5-(p-chlorophenyl)-6-(2-hydroxyethoxy)-4- 
pvrimidinyll-p-Urinuoromethoxy)benzenesulphonamide. 

p-chloro-N-[5-(m-chlorophenyl)-6-(2-hydroxyethoxy)-4- 

pvrimidinyl]benzenesuIphonamide. 

p-chloro-N-[5-(p-fluorophenyl)-6-(2-hydroxyethoxy)-4- 

10 pyrimidinyl]benzenesulphonamide, 

NM5-(p-chlorophenyl)-6-(2-hydroxyethoxy)-4- 

pvrimidinyll-p-fluorobcnzenesulphonamidc, 

o-chloro-N-[5-(p-chlorophenyl) ; 6-(2-hydroxyethoxy)-4- 

pyrimidinyUbenzenesulphonamide, 
15 p -chloro-N-I5-(3,4-dimeihoxyphenyl)-6-(2- 

hydroxyethoxy)-4-pyrimidinyllbenzenesulphonamide. 

3.4-dichloro-N-[5-(p-chlorophenyl)-6-(2-hydroxyethoxy)-4- 

pyrimidinyl ]benzenesulphonamide. 

N-5-(p-chlorophcnyl)-6-C-hydroxyeihoxy)-4-pyrimidinyl]- 

:o o.a.a-a'.a.a'-hexafluoroO.S-xylenesulphonamide. 

3-chtoro-N-[5-(p-chIorophenyI)-6-(2-hydroxyeihoxy)-4- 
pyrimidinyl]-4-i2-hydroxyethoxy)benzenesulphonamidc. 

p-chloro-N-(6-(2-hydroxyethoxy)-5-(p-nitrophenyl)-4- 

pyrimidinyl jbenzenesulphonamide, 
25 p-butoxy-N-[. < >-(p-chlorophenyl)-6-(2-hYdroxyeihoxy)-4- 

pyrimidinyljbenzenesulphonamide, 

M-I5-(p-chIorophenyl)-6-{ 2-hydroxyethoxy)-4- 
pyrimicinyl|-3.4-dimethoxybenzcnesulphonamidc. 

2-chloro-N-|5-(p-chlorophsnyl)-6-(2-hydroxyethoxy)-4- 
.»0 pyrimidipyl|-a.a,a-irifluoro-p-toluenesulphonamide. 

6-chloro-N-[5-(p-chlorophenyl)-6-(2-hydroxyethoxy)-4- 
pyrimidinyll-c.a.a-irifluoro-m-toiuenesulphonamide, 

2.3.4-trichloro-N-l(5-chlorophenyl)-6-(2-hydroxycihoxy)-4- 

pyrimidinyl Ibenzencsulphonamioe. 
'35 m-chloro-N-(p-chloroph«nyl)-6-(2-hydroxyechoxy)-4- 

pyrimidinyljbenzencsulphonarr.ide. 

2.4-dichloro-N-l5-(p-chlorophcnyl)-6-(2-hydroxyeihoxy)-4- 

pyriniidinyl|benzencsulphonarr ; ide. 
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N-5.(p-chlorophenyl)-6.(2.hydroxyethoxy).a.a.a-tnfluoro. 

m-toluenesuiphonamid^, 

N ; 5 -(P-chlorophcnyl)-6-(2-hydroxycthoxy)-4-pyrim 
a,a.a-tnfluoro-o-toli.enesulphonamide, 

N-[5-(p-ch!orcphenyl)-6-(2-hydroxyethoxy)-4- 
PynmidinyIJ-2-naphihaIenesulphonamide. 

p-chloro-N-[6-(2-hydroxyethoxy)o-(m-nitrophenyl)-4- 
pynmidinyljbenzenesulphonamide, 

a,a,a-trif!uoro-N-[6-(2-hydroxyethoxy)-5-(m-nitrophenvl)- 
4-pynmidinyl]-p- to luenesuiphonamide, 

P-(benzy]oxy)-N-[5.(p-ch!oropheny!)-6-(2-hydroxyethox%) 
4-pyrimidinyl]ben2enesulphonamide, 

N T -[5-(p-chlorophenyl)-4-pyrimidinyl]-p-hydroxybenzene- 
sulphonamide, 

N-[5-(p-ch!orophenyI)-6-(2-hydroxyethoxy)-4- 
pyrimidinyl]- P -(2-methoxyethoxy)benzenesulphonamide, 

N T -[5-(p-bromopheny!)-6-(2-hydroxyethoxy)-4- 
pyrimidinyl]-p-chlorobenzenesu!phonamide. 

p chloro-N-(6-(2-hydroxyethoxy)-5-p-toIyI-4- 
pyrimidiny!|benzcnesuIphonamide, 

N T -(5-(p-chIorophenyl)-6-(2-hydroxvethoxy)-4- 

pyrimidinylj-a.a.a-trifluoro-p-toluenesulphonamide sodium salt, 

N T -i6-(2-hydroxyethoxy)-5-(p-methoxyphenyl)-4- 
pyrimidinyl | -p- toluenes ulphonamide, 

N-(6-(2-hydroxyethoxy)o-(p-methoxyp.ienyl)-4- 
pyrimidinyI]-p-nieihoxybenzenesulphonamide. 

N-[6-(2-hydroxyethoxy)-5,(p-meihoxyphenyl)-4- 
pyrimidinyl]-p-(methyIthio)benzenesuIphcnamide, 

N-[6-(2-hydroxyethoxy)-5-(p-methoxyphenyl)-2-methyi-4- 
pynnudinyll-p-methoxybenzenesulphonamide. 

N-|6-(2-hydroxyethoxy)-5-(p-methoxyphenyl)-4- 
pyrimidinyll-p-isopropylbenzenesulphonamide, 

p-t-butyi-N-[6-(2-hydroxyeihoxy)o-(p-methoxyphenyl)-4- 
pynmidinyljbenzencsuiphonamide, 

r ac-p-scc-buty|.N-{6-(2-hydroxye(hoxv)-5-(p. 
methoxyphenyl)-4.pyr,rnidinyl]benzenesuIphonamide, 

N-[6-(2-hydroxyethoxy)-5-[p-(methylthio)phenyI]-4- 
pyrimidiny]]-p-isopropyIbenzenesulpiionamide, 
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N-[6-(2-hydroxyethoxy)-5-[p-(methyithio)phenyl]-4- 
pyrimidiny!]-a,a,a-trifluoro-p-toluenesulphonamide, 

p-chIcro-N-[5-(p-chiorophenyl)-6-(2-hydroxyethoxy)-2- 
methyl-4-pyrimidinyl)benzenesulphonamide, 

p-chioro-N-[6-(2-hydroxyeihoxy)-5-(p-nitrophenyl)-4- 
pyrimidinyljbenzenesulphonamide, 

N-[5-(p-aminophenyt)-6-(2-hydroxyethoxy)-4- 
py rimidiny I ]-p-chlorobenzen as ulphonamide hydrochloride, 

NM5-(4-biphenylyl)-6-(2-hydroxyethoxy)-4-pyrimidinyl)- 
p-chlorobenzenes ulphonamide, 

p -chioro-N-[ (6 -hydroxy eihoxy)-5-(a,a, a-trifl uoro-p-ioly I)- 
4-pyrimidinyljbenzenesulphonamide, 

p-chloro-N-|5-(p-hydroxyphenyl)-6-(2-hydroxyethoxy)-4- 
pyrimidinyl]benzenesulphonamide, 

N-[5-lp-(benzyloxy)phenyl)-6-(2-hydroxyethoxy)-4- 
pyrimidin\i]-p-chlorobenzenesulphonamide, 

N-[6-(2-hydroxyethoxy:t-5-(a,a,a-trifIuoro-p-tolyl)-4- 
pyrimidinyl]-a,a,a-trinuoro-p-toluenesulphonarnide, 

NWMp-chlorophenyl)-6-(2-hydroxyethoxy )-4- 
py^midinyl J-p-isopropylbenzenesuIphonamide. 

N-[6-hydroxyethoxy)-5-p-tolyl-4-pyrirnidinyl]-p-isopropyl- 
benzenesulphonamide, 

p- ten -butyl -N-[6-(2 -hydroxyethoxy)-5-p-io!y 1-4 - 
py rim id in\l)benzcnes ulphonamide. 

N-[6-(2-hydroxyethoxy)-5-p-toIyl-4-pvrimidinylI-p-(2- 
meihoxyethoxy)benzene$u!phonamide, 

N-(6-(2-hydroxyeihoxy >- 5 -p- tol yl -4 -pyrimidi nyl | -p- 
(trifTjoromethoxy)bcnzene; ulphonamide. 

p-buty!-N^16-(2-hydro\ycthoxy)-5-p-lolyI-4-pyrim.dinyl|- 
henzenesulphonaniide, 

N-[6-t2-hydroxyethoxy)-5-p-tolyl-4-pyrimidinyi]-2- 
naphthalenesutphonamide. 

N-[6-(2-hydroxye:hoxy )- 5 - p-tol y 1 -4 -pyrimidi nyl ] -p- 
toluenesuiphonami'jc. 

N-i6-{2-h>droxyethoxy)-5-p-tclyl-4-pyrimidinyI)-a.a,a- 
triHuoro-p-tolucnes ulphonamide. 

p-(2-hydroxyeihoxy)-N.[6-(2-hydroxyethoxy)-5-p-tolyl-4- 
pyri m id i n y ! J be n ze n e s u 1 ph o n a m i de . 
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.... . ^6-(2-hydroxyeihoxy)-5-p-tolyl-4-pyrirnidinyl]-p- 
■ propylbenzenesulphonamide. 

N-[6-(2-hydroxyeihoxy)-5-p-tolyl-4-pyrimidinyli-o- 
propylbenzenesulphonamide, 

p-ethyi.N-(6-(2-hydroxyethoxy)-5-p-tolyl-4-pyrimidinvI]- 
benzenesulphonamide, 

o-ethyl-N-[6-(2-hydroxyethoxy)o-p-tolyl-4-pyrimidiny!]- 
benzenesulphonamide, 

p-cyclopentyi-N.[6-(2-hydroxyethoxy)-5-p-toiyi]benzene- 
sulphonamide, 

a,a,a-trifluoro-N-[6-(2-hydroxyethoxy)-5-p-tolyl-^- 
pyrimidinyI]-o-toluenesulphonamide, 

N-[6-(2-hydroxyethoxy)-5-p-tolyI-4-pyrimidinyI]-o- 
toiuenesulphon amide, 

p-chIoro-.\-(6-(2-hydroxyethoxy)o-(l-naphthylrr,ethyl)-4- 
pyrimidinyl jbenzenesulphonamide, 

N T -6-(2-hydroxyethoxy)-5-(p-isopropylphenyi)-4- 
pyrimidinyll-p-isopropylbenzcnesulphonamide, 

P-cyclopentyI-N-[6-(2-hydroxycthoxy)-5-(p-isopropyl- 
phenyl)-4-pyrimidin;'l|benzenesu!phonamide,. 

N-[6-(2-hydroxyethoxy)-5-(a.a,a-trifluoro-p-tolyl)-4- 
pyrimidinylj-p-isopropylbenzenesulphonamide, 

N-(5-(p-bromophenyl)-6-(2-hydroxyethoxy)-4- 
pyrimidinyll-p-isopropylbenzenesulphonamide, 

N-[6^2-hydroxyeihoxy)-5-(p-€lhylpheny!)-4-pyrimidinyI]- 
p-isopropyl)benzenesulphonamide, 

p-cyc]o P er.tyl-N-[6-(2-hydroxyethoxy)-5 : (p-ethylphenyI)- 
4-pyrimidinyl Ibenzenesulphonamide. 

9. The compounds of any one of claims 3-8 for use as- 
medicaments. 

10. A process for the manufacture of the compounds cf 
any one of claims 5-S, which process comprises reacting a 
compound of the formula 



R 2 R 1 R\ Hal 
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R 3 — \ — SCr .: L N 

wherein R 1 , R-, R 3 and R 4 have the significance given in 
claim 1. Hal represents halogen and R 6 represents a residue 

R 11 R 13 



<H ; —^ J— R- or \_^/ 

(c) (d) 

and R n , R i2 , R 13 and R 14 have ihe significance given in 
claims 2 and 6. 
10 with a compound of the formuia 

MX(CH 2 ) n YR 5 1 1 1 

wherein X, Y, n and R- have the significance given in claim 1 
15 ard M represents an alkali metal. 

and, if desired, modifying substituents present in the compound of 
formula I cbtained and/or converting the compound of formula I 
obtained into a salt. 

20 11. A pharmaceutical preparation containing a compound 

of any one of clain.s 3-S and usual pharmaceutical adjuvants. 

12. The compounds of any one of claims 3-S whenever 
prepared by the process of claim 10 or by an obvious chemical 

25 equivalent thereof. 

13. The novel compounds, preparations, processes and use 
as described hereinbefore. 
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